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I. Introduction 


» _ Alkaline phosphatase is an enzyme widely 
' distributed in various tissues of the body. 
There are only few reports concerning 
alkaline phosphatase * in skin disease, and 
_ the norms for healthy tissue have not been 
completely established. 

It was the purpose of this work to per- 
form adequately controlled investigations in 
order to elucidate the distribution of AP 
' in normal human skin and in 68 dermato- 


| logic conditions. 


A. The Physiologic Significance of Alkaline 
: Phosphatase 


Although AP is found in all organs of 
the body, its role in the physiology of 
“organs, other than bone, is more or less 
obscure. 

The physiologic role of AP is best under- 
_ stood in the processes of calcification and 
" ossification.47-59-59,83,88,100,104119,140 Alkaline 
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_  */In the remainder of this paper alkaline phos- 
| phatase will at times be referred to as AP. 


phosphatase is also found histochemically in 
certain sites of fibroplasia,®11-1630.36, 55,70,78, 
121,142,166,182 inflammatory _ reaction,*®16?: 
glandular secretion,?2:37,39,40,48,49,122,147,165, 
166 absorption and resorption by epithelium, 
histodifferentiation,®?:3:155.137 and __ trans- 
membranous solute passage,'** but its sig- 
n ficance in these latter phenomena remains 
wasolved or, at best, is speculative. 

It is probable that AP is in some manner 
involved in  carbohydrate,®12-49,55,94,139,191 
protein, ®19.21,25.27,47,138,166,179 and possibly 
fat metabolism.575.129,138,168 

Alkaline phosphatase activity is regulated 
in part by the endocrine systems.*®-11,19-15. 
45,46,85,89,90,$3,99,105-108, 113,115,132,159,160,185. 

In skin physiology the role of AP re- 
mains for the most part an enigma, but it 
serves a variety of processes which require 
the mobilization of phosphate ions or entail 
dephosphorylation as steps in the metab- 
olism and transport of a large group of 


phosphate-containing compounds. 


This work represents a condensation of the 
thesis submitted to the faculty of the New York 
University Post-Graduate Medical School in par- 
tial fulfillment of the requirements for the degree 
of Master of Science in Dermatology and 
Syphilology. 

From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate Medical School (Dr. Marion B. Sulz- 
berger, Chairman) and the Skin and Cancer Unit, 
University Hospital, New York University-Belle- 
vue Medical Center. 





A review of the literature shows that AP 
has been demonstrated in many structures 
of normal skin (Table 1). 

The problem of localization of AP ac- 
tivity in relation to nuclear and cytoplasmic 
components has been the subject of much 
comment, and many points are far from 
settled; however, the presence of AP in 
nuclei and cytoplasm has been demonstrated 
by centrifugation methods.2%%5.9697 Most 
authorities agree that with the methods used 
some of the AP demonstrated in nuclei and 
cytoplasm is not actually present in vivo 
but is demonstrable because of diffusion of 
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demonstrated represents its actual in vivo 
location. 


B. Reported Distribution of AP in Skin 
Diseases 

Two previous reports dealt solely with 
the distribution of AP in normal and dis- 
eased human skin. 
’ The most extensive work is that of Pirila 
and Erank6,'5* who investigated normal 
skin as well as some 26 dermatologic con- 
ditions. This is the basic study of AP in 
relafion to skin disease. Any differences 
between their findings and the results of the 


TABLE 1.—The Distribution of Alkaline Phosphatase as Previously Reported in 
Normal Skin 








Site Reference 
Stratum corneum 129 
Stratum granulosum 22, 84, 156 
Stratum mucosum 137, 156 
Stratum germinativum 56, 145, 156 
Cutaneous capillaries 56, 68, 145, 156 
Dermal connective tissue 137, 145, 156 
Hair 22,'33, 56, 84, 92, 135, 178 
Eccrine sweat glands 29, 145, 156, 172 
Apocrine sweat glands 28, 29, 136 
Ceruminous giands 135 
Sebaceous glands 130, 136, 156, 178 
Arrector pilorum muscle 145, 156 
Stromal mast cells 129, 148 
Subcutaneous fat tissue 156 





Findings 


“Cobalt sulfide deposit reported, 1 oe unclear whether false 


penee 2 precipitate was ruled o1 
eak staining of nuclei and beretoliyaite, but some authors 
noted even uns' ula 


unstained gran ted weak staining, 
eg 2 to their optical densit: ty 
Ni P activity except during earliest stages of embryo- 
genesis (chick embryo 
Most authors report no activity; Newman'‘s found AP 


present 
All OT workers agree that dermal capillaries show moderate to 
_ AP activity 
Most observers ‘Pound no AP activity; some may occur on 
longer incubation and occasionally on fibrocytes near certain 
poten active elements; intense activity during embryo- 


all authors agree that the hair papilla shows high y sapien 
the anagen stage and reduced or no activity in cata- 

co and tees oy stages; AP reported by some in hair matrix 

nuclei and external pili ay tissue sheath; false positive 

deposit on inner root sheath *¢ 

All authors described AP activity in the myoepithelium 

and cular cells, and its absence from the sweat ducts 

ror activity was found in the myoepithellum, acinar cells 

and oo ga contents; activity generally less than eccrine 


glan 
ee and basal portions of ceruminous glands 
moderate activity nee apices of acinar cells have riittle; 
luminal rhivohl — positive deposit but mini- 
Hum mip an ages iy on activity slight nuclear deposit in 
uman no So nue! os 
inati ; animal dog, etc.): —— 


granules 
AP activity absent, with rare exceptions 





the enzyme, of products of hydrolysis, or 
of activators. Nevertheless, although some 
false positivity occurs, most of the phos- 
phatase demonstrated is in conformity with 


its distribution in. vivo.244152,54,64,76,86,01,109, 
121,123,137 


At the present state of our knowledge, it 
has been decided to report sites of AP 
distribution as demonstrated by the Gomori- 
Takamatsu technique and to await further 
studies to judge whether the enzyme so 
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investigations presented here will be pointed 
out in the disctr'ssion. 

The second report is that of Fisher and 
Glick,®® whose results, along with those of 
other investigators, are included in Table 2. 

Monacelli and Ribuffo!*® found flat 
serum phosphate curves associated with hy- 
perglycodermia in psoriasis. These authors 
felt that a disturbance in AP and conse- 
quent phosphorylation resulted in hypergly- 
codermia. Hollander §* reported high AP 
activity of capillaries in psoriasis. 
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TABLE 2.—The Distribution of Alkaline Phosphatase, as Previously Reported, in 
kin Diseases * 








Disease Reference 
Acne vulgaris 56 
Eczema 56 
Lupus erythematosus 56 
Molluscum contagiosum 126 
Papular urticaria 56 
Psoriasis 56 
Psoriasis 87 
Pyogenic granuloma 56 
Sear 56 


Findings 
Diffuse deeper staining involving the lymphocytic infiltrate 


AP activity in the perivascular infiltrations; diffuse stain- 
ing of some fibroblasts in deep cutis 


Normal AP distribution 

AP activity in nuclei of eng = pore cells, —_ dermis, 
in relation to the molluseum or. false positive 
precipitate of inclusion corey pte 3 erste line of stratum 
granulosum 

Normal AP distribution 

Normal AP distribution 

High activity of thick walled papillary capillaries 
—— observed in new fibroblasts and inflammatory 
ce. 


Increased AP activity in relation to fibroblasts, especially 
in the early phases 





* Authors other than Pirilé & Eriaink6.'*¢ 


In the treatment of cutaneous tubercu- 
Icsis, it has been postulated that vitamin D 
acts by increasing the AP activity in the 
skin. Alkaline phosphatase activators (e. g., 
magnesium) enhance vitamin D action, 
whereas AP inhibitors (e. g., cysteine) 
diminish vitamin D effectivity (Charpy **). 

In the course of Amos” studies of fac- 
tors influencing the “spontaneous” inactiva- 
tion of the herpes simplex virus, he found 
that AP of the tissue in which the virus 
was propagated played a significant role in 
this inactivation. By addition of purified 
AP to suspensions of the virus the rate of 
deterioration was noticeably increased. 
Greater survival of the virus occurred in 
the presence of AP inhibitors. Finally, he 
showed that purified AP added to herpes 


simplex virus brought about loss of infec- 
tivity. 

Beryllium has been shown to inhibit AP. 
It has been suggested that beryllium dis- 
places magnesium (an AP activator) and 
thereby inactivates AP. It is postulated that 
this leads to a granulomatous response. 
Klemperer 1% reported the inhibition of AP 
by Be concentrations lower than 10°M. 
Grier ®° showed that this inhibition is partly 
reversible by adding Mg ions (also Ald. 
ridge *), but the inhibitory effect of Be is 
more marked than the activating effect of 
Mg. The ammonium salt of aurintricar- 
boxylic acid and citrate reverse the Be in- 
hibition. Aldridge* suggested that there 
exists a competitive relationship between 
Be and Mg for AP. 


Taste 3.—Alkaline Phosphatase as Previously Reported in Human Neoplastic Diseases 








I. Tumors showing AP activity equal to or greater than parent tissue 





Adenocarcinoma pnteassoe Greenstein ** 
Adenocarcinoma ) Manheimer & 123 
y prea agg | pee: angry Seligman 1*# 
low 13 
pnb ye solidum (skin) Pirilé & Erinké 15¢ 
Fibroadenoma (breast) Kabat & Furth ** 
Oligoblastoma Landow 113 
Meningioma Landow 112 
Metatastie le lesion to bone G 1 
Oligodendroglioma Landow 1:3 
Osteogenic sarcoma King 142 
II. Tumors showing AP activity less than parent tissue 
Adenocarcinoma (intestine) Manheimer & Se! 128 
Adenocarcinoma (uterine) Atkinson & Gus ® 
Carcinoma spinocellulare Pirilé & Erinkéd 15¢ 
Malignant melanoma Manheimer & Seligman '*# 
scons naps Aedes Greenstein ** & Franseen ** 
Prickle-cell epithelioma Manheimer & Seligman 12* 











C. Reported AP Activity in Human Neoplastic 
Diseases 

It has been demonstrated that tumors 

arising in tissues normally having AP pres- 

ent may show either increase, normal quan- 

tities, decrease, or lack of this enzyme. In 

addition, tumors of elements which normally 
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to the presence of other enzymes, such as 
acid phosphatase, which at pH 9.2 are in- 
activated. 

The chemical reactions taking place in the 
Gomori-Takamatsu technique are summar- 
ized as follows: 





AP 





(a) Sodium £-glycerophosphate 


—> glyerine+phosphate ions 


pH 9.2 





(6) Phosphate ions+calcium ions 


> calcium phosphate 


(c) Calcium phosphate+-cobalt nitrate >> cobalt. phosphate 
(d) Cobalt phosphate-+-ammonium sulfide ————> cobalt sulfide 





show no AP may be associated with great 
quantities of demonstrable enzyme. Also, 
histologically similar tumors of the same 
organs obtained from different patients, or 
even from the same patient, may show 
variation in the degrees of activity. Some 
primary neoplasms show AP activity quite 
different from that of their metastatic le- 
sions. Finally, benign tumors of similar 
structures may differ in their activity from 
their malignant counterparts. 

The findings concerning AP distribution 
in human neoplastic diseases are summar- 
ized in Table 3. 


D. Identification of Alkaline 
Phosphomonoesterases 

The technique used in these experi- 
ments *® is a modification of the original 
methods of Gomori*®® and Takamatsu,* 
in which the tissue is incubated in the pres- 
ence of a mixture which acts as an indicator 
of the enzyme. 

Five essential ingredients are required: 
(1) the substrate: B-glycerophosphate; (2) 
the activator: magnesium ions; (3) the 
phosphate precipitator: calcium ions; (4) 
the indicators: cobalt and sulfide ions, and 
(5) the buffer: sodium barbital. The mag- 
nesium ions in the incubation mixture 
activate the reaction. 

The sodium barbital buffer adjusts the 
pH to about 9.2, which is the optimum 
pH for AP activity, and it also prevents 
false positive reactions which may be due 
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Consequently, sites of AP activity are 
demonstrated by deposits of black cobalt 
sulfide. 


E. Factors Influencing AP Activity, Its 
Identification and Localization 

The factors known to influence the histo- 
chemical demonstration of AP are numer- 
ous. An ‘understanding of their roles is 
iniportant for the interpretation of the 
results obtained. These factors are pre- 
sented in Table 4. 


II. Material and Methods 


The results herein reported are based on the 
study of 1435 sections of human skin obtained 
from 253 specimens. 

Details of the technique followed on all! slides 
are outlined as follows: 


A. Fixation (50 Hours).—Fresh tissues were 
chilled (4 C) for 24 hours. After the specimens 
gained firmness they were trimmed down to 3 mm. 
thickness. Dehydration was accomplished by two 
changes of absolute ethyl alcohol, 12 hours each, 
followed by two changes of chloroform, 1 hour 
each. 


B. Infiitration (One Hour).—The tissues were’ 


placed into an open incubator dish of soft paraffin 
(M.P. 48C) at 56C for 15 minutes, then for 
35 minutes in a vacuum bottle containing soft 
paraffin under reduced pressure, and finally into 
an open dish of soft paraffin for 10 minutes. 

C. Imbedding.—The specimens were imbedded in 
hard paraffin (M. P. 56C). 

D. Sectioning.—Sectioning was performed at 
4u. The .:ctions were floatea on lukewarm water, 


mounted on albumin glycerine slides, and dried 
(56C for 10 minutes, then 37 C for 12 hours). 
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TABLE 4.—Factors Influencing AI Activity, Its Identification and Its Localization * 








I. False negative findings (i.e., negative findings in spite of known presence of enzyme) may result from 


5 Diffusion of Pe ge a a 
Subthreashold activ 


Presence of inhibitors 
Absence of activators 

. Insufficient incubation time 
. Incorrect ph : ange 


PON Dp wpm 


Enzyme inactivation by fixation or imbedding 
. Enzyme inactivation due to prolonged storage 


Rate of phosphate v pebthdetion 


II. False positive findings (i.e., similar to genuine reaction but not due to enzyme) may result from 


. Performed calci 


CA WDD 


. Pigments a» to cobalt sulfide (e.g., hemosiderin) 


. Absorption of cobalt on certain structures (e.g., muscle, keratin) 
. Spontaneous disintegration of substrate 
. Bacterial hydrolysis of substrate 


III. False localization (i.e., enzyme appearing at site different from its exact in vivo location) may result from 


1. Diffusion of enzyme 


2. Diffusion of products of hydrovlysis 





* After Gomori. 74,7¢ 


E. Incubation (Four Hours).—The slides were 
carried through xylene (one minute, three times), 
absolute alcohol (one-half minute, twice), 0.5% 
collodion in alcohol-ether (two minutes), 80% 
alcohol (one minute), and, finally, distilled water 
(three minutes). 

The specimens were then incubated at 37 C for 
four hours in the following mixture: 

Sodium £-glycerophosphate (3% aqueous) 100.0 ml. 


Calcium chloride (2% aqueous) . .250.0 ml. 
Magnesium chloride (10% aqueous) ...... 2.5 ml. 
Sodium barbital (powder) .............. 7.5 gm. 
Distilled water........ to. make fo 6. oak <s 500.0 ml. 


If the mixture became turbid it was filtered 
before use. The pH, measured on several occasions, 
was between 9.2 and 9.3, 

F. Calcium Phosphate Precipitation —After in- 
cubation the slides were treated as follows: 

1. Running tap water, one minute 
. 2% cobalt nitrate,f five minutes 
. Running tap water, one minute 
. Dilute yellow ammonium sulfide -solution (10 

drops solution of yellow ammonium sulfide ¢ 

in 200 ml. distilled water), five minutes 

5. Running tap water, five minutes. 

G. Stains and Counterstains.—All 
were stained as follows: 

1. Hematoxylin and eosin. Delafield hematoxylin 
and aqueous eosin (pH 6.3). Both incubated 
and nonincubated slides were similarly stained. 

2. Carmine. Incubated specimens were counter- 
stained with lithium carmine; other counter- 
stains (eosin, metanyl yellow, picric acid) 
were not found to be as satisfactory. 

3. Special stains. Other stains were used when 
indicated in order to identify special structures. 


+ Co(NO:)2 6H:O, Merck & Company, No. 7249. 
t Fisher Scientific Company, No, S-314. 


> &WN 


specimens 





H. Mounting.—Slides were mounted with 
Damar-xylene solution.§ 

I. Controls.—Controls on 114 slides were carried 

out in the following manner : 

1. Five specimens were incubated for varying 
lengths of time (14, 1, 2, 3, 4, 5, 6; 12, 24 
hours) .**.5* 

2. Forty-three specimens were incubated without 
the glycerophosphate substrate. 

3. Eighteen specimens were heated to 80C for 
10 minutes (thus inactivating the enzyme) 
and then treated as described above under 
“Incubation” and “Calcium Phosphate Pre- 
cipitation.” 

4. Twelve specimens were simply deparaffinized 

, and cover slips were applied, in order to ob- 
serve preformed pigment. 

5. Several representative specimens (deparaffin- 
ized and taken to water) were treated in one 
or all of the following manners: 

(a) no incubation ; slide deparaffinized 

(b) no incubation; cobalt nitrate (five min- 
utes) 

(c) no incubation; 
minutes) 

(d) no incubation; cobalt nitrate (five min- 
utes) ; ammonium sulfide (five minutes) 

(2) 1% calcium chloride solution (two min- 
utes) ; cobalt nitrate (five minutes) 

(f) 1% calcium chloride solution (two min- 
utes) ; ammonium sulfide (five minutes) 

(g) 1% calcium chloride solution (two min- 
utes) ; cobalt nitrate (five minutes) ; am- 
monium sulfide (five minutes) 

(h) 1% calcium chloride solution (four hours) 
incubated at 37 C then exposed to cobalt 
and sulfide ions in the routine manner 


ammonium sulfide (five 


§ Harman-Leddon Company. 
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(4) incubation with regular incubation mixture 
(four hours); cobalt nitrate (six min- 
utes) 

(j) incubation with regular incubation mixture 
(four hours); ammonium sulfide (five 
minutes) 

(k) incubation with regular incubation mix- 
ture (four hours); cobalt nitrate (five 
minutes) ; ammonium sulfide (five min- 
utes) 


J. Interpretation—Cobalt sulfide, seen as fine 
granular brown to black precipitate, iv “ ated sites 
of AP, with the specific exception co. the false 
positive findings discussed below. 

In the body of the paper the terms AP activity, 
deposit, and precipitate will all refer to true 
enzymatic action, unless otherwise mentioned. 


III. Results 
A. Controls 

The findings in controls will be presented 
first, because interpretation of subsequent 
slides can have meaning only in the light 
of knowledge of these variables. 

1. False Positive Reactions.—Precipita- 
tion of cobalt sulfide dependent upon fac- 
tors other than AP action was found 
principally in two sites. 

The most striking was the inner root 
sheath of the hair follicles, which showed 
an opaque, intensely black cobalt sulfide 
deposit. This precipitate, much darker than 
any precipitate due to AP activity, began 
in Henle’s layer just distal to the hair bulb, 
considerably proximal to the zone of kera- 
tinization. Immediately distal to the zone of 
keratinization (i. e., beyond the keratohya- 
line granules) Huxley’s layer began to show 
this deep black precipitate. Both layers of 
the inner root sheath were intensely 
stained, beginning proximally, as stated 
above, and continuing distally to the termi- 
nation of these layers near the follicular 
orifice (Fig. 8).# 

The second important site of false posi- 
tive precipitation was found (but with no 
such regularity) in soft keratin. This was 
especially the case in hyperkeratosis (Fig. 

|| These findings corroborate those of Pirila and 
Eranko. 


# The illustrations will be found in a group 
after the references. 
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12) and parakeratosis, but occasionally it 
was seen in specimens showing normal horn. 

Occasional false positive precipitates 
were seen in hair medullae. Control sections 
showed a grayish “haze,” which often out- 
lined nuclear and cytoplasmic membranes of 
all structures and of inflammatory cells, so 
that even without counterstain one could 
identify most tissue elements. However, 
this fine gray deposit could hardly be con- 
fused with the brown to black precipitate 
seen in areas of AP activity. 

False positive faint deposits were seen on 
keratohyalin granules, degenerated elastica, 
“colloid,” and at sites of preformed calcium. 

The above interpret: iions were based on 
the following control studies: 

(a) In specimens incubated for lengths 
of time varying from % to 24 hours, the 
conclusion was reached that a 4-hour incu- 
bation period was the most satisfactory. A 
period shorter than this did not accentuate 
all areas of weaker AP activity, while a 
longer incubation produced a disproportion- 
ate increase of the deposit in areas sur- 
rounding high concentrations of AP 
(possibly due to diffusion of enzyme or 
products of hydrolysis). 

Specimens incubated for one-half hour 
showed only a mild to moderate deposit of 
cobalt sulfide in sites of AP activity. Speci- 
mens incubated between 2 and 6 hours 
showed a moderate to heavy deposit, where- 
as in those incubated 12 to 24 hours it was 
heavy to intense. 

Fisher and Glick®® and Pirila and 
Erank6 °° used longer incubation (12 to 24 
hours), which may have been responsible 
for some of the differences between their 
findings and those reported here. 

In summary, the longer the incubation 
(up to 24 hours), the more intense the 
cobalt sulfide precipitation. Four hours 
seemed to be the optimum incubation period. 

(b) Forty-three slides were. incubated 
without glycerophosphate in the mixture, 
and in the absence of substrate no AP 
activity could be demonstrated. Cobalt sul- 
fide was seen only as false positive findings 
in areas described above. 
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(c) Eighteen slides were heated at 80 C 
(10 minutes), then treated as regular incu- 
bated AP slides. These slides had cobalt 
sulfide only at sites of false positive reac- 
tions. No AP was demonstrable, since the 
enzyme was heat-inactivated. 

(d) Deparaffinized sections showed pig- 
ments including melanin, hemosiderin, and 
an orange-brown stain seen in the keratin 
of some hyperkeratotic lesions. 
larger vessel walls, and the erythrocytes 
within their lumens, showed a yellowish- 
brown pigmentation. 

The results of the series of controls 
carried out in deparaffinized sections are 
summarized in Table 5. 


TasBLe 5.—Alkaline Phosphatase Controls 








Procedure Results , 
(a) Deparaffinized section (no Preformed pigments seen 
incubation) 
(b) Cobalt ion only (no in- No precipitate 
cubation) 
(c) Sulfide ion only (no in- No precipitate 
cubation) 
(d) Cobalt ion followed by No precipitate 
sulfide ion (no incuba- 
tion) 
(e) Calcium ion followed by No precipitate 
cobalt ion 
No precipitate 


(f) Calcium ion followed by 
sulfide ion 


(g) Calcium ion (2 min.) fol- False positive precipitate 
jets cobalt ion and as described in text 
nm 


(a) Calcium ion (4 hr.) fol- ‘False positive precipitate 
ee by cobalt ion and as described in text 
le ion 


(i) Incubation mixture (4 hr.) No precipitate 
followed by cobalt ion 
(j) Incubation mixture (4hr.) No precipitate 
followed by sulfide ion 
) Incubation mixture (4 hr.) False and true AP activity 


followed by cobalt and 
sulfide ion 


A few, 





Summary: The optimal incubation period 
was found to be four hours. False positive 
precipitates were found in_ substantial 
measures in relation to two elements: the 
inner root sheath of hair follicles and soft 
keratin. | 

Light false positive deposit was seen on 
keratohyalin of the stratum granulosum, 
degenerated elastica, “colloid,” and in the 


_ hair medulla. Smooth muscle alioneed a very 


faint deposit, to give a yellowish gray hue. 
A widespread fine granular deposit was also 
seen over the entire sections, mainly on 
nuclear and cytoplasmic membranes. 

Specimens exposed (for four hours) to 
calcium chloride solution alone (i. e., with- 
out the glycerophosphate substrate) and 
then treated with cobalt and sulfide ions 
showed only areas of false positive precipi- 
tates. Exposure of similar specimens to 
calcium ions for a period of two minutes 
only was sufficient to produce the total 
precipitates of false positive reactions. All 
these ions (calcium, cobalt, and sulfide) 
were necessary to produce the black cobalt 
sulfide precipitate of enzymatic or false 
positive origin. In the absence of one or 
more uf these ions, cobalt sulfide precipitate 
did not occur. 


B. Distribution of Alkaline Phosphatase in 
Normal Human Skin 

Table 6 summarizes the findings in 29 
biopsy specimens from various areas of the 
body. 

1. Stratum corneum: Faint false positive 
deposits were seen in the siratum corneum 
of 11 specimens. One specimen, from the 
sole, showed intense false positive precipi- 
tation (Fig. 12). 

2. Stratum lucidum: One specimen had 
a faint gray homogeneous deposit in the 
stratum lucidum. No control studies were 
made to decide whether this deposit was due 
to AP activity or whether it represented 
a false positive reaction. 

3. Stratum granulosum:* Deparaffinized 
sections showed ‘colorless keratohyaline 
granules in the stratum granulosum which 
were recognizable on account of their re- 
fractivity. Faint false positive deposit was 
seen in relation to these granules in control 
section (i. e., those incubated without 
glycerophosphate substrate and those merely 
subjected to calcium, cobalt, and sulfur 
ions). Specimens incubated with the sub- 
strate had precipitates on the keratohyaline 
granules identical with those seen in the 
control sections, indicating that these gran- 
ules had no true AP activity. 








TABLE 6.—Distribution of Alkaline Phosphatase in Normal Skin * 
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4. Stratum malpighii and basal layers: 
No precipitate was seen in the prickle or 
basal layers. 

5. Connective tissue: Slight precipitate 
was seen on collagen bundles in three speci- 
mens, but. in general no AP activity was 
found. A notable exception to this was a 
mild activity found in the more cellular 
connective tissue elements of premature 
infants. 

6. Vessels: Papillary capillaries (Figs. 1 
and 2) invariably showed AP activity, 
which was seen in the nuclei as well as in 
the cytoplasm of the endothelium. Nuclear 
AP was often concentrated toward the 
periphery, whereas cytoplasmic activity was 
more diffuse. Only rarely were capillaries 
seen without deposit. The walls of larger 
vessels in the deeper cutis were usually 
negative but occasionally manifested mini- 
mal to moderate endothelial activity (Fig. 
12). In addition, some of the largest vessels 
showed light activity of the vasa vasorum. 

7. Smooth muscle: A diffuse slight, yel- 
lowish-gray false positive deposit was com- 
monly observed. 

8. Nerves: No activity was demonstrated 
in any section. 

9. Sebaceous glands: Several specimens 
had a minimal deposit in the nuclei and 
cytoplasm of cells in the germinative layer. 
At times the nucleoli of cells toward the 
periphery of the sebaceous gland were dark- 
ly stained, but as the cells were followed to 
the center their nucleoli showed diminution 
of activity, so that at the center, where the 
cells began to disintegrate, even the nucleoli 
contained no deposit. Surrounding the se- 
baceous glands there were networks of fine 


capillaries with substantial AP activity 
(Fig. 6). 
10. Eccrine sweat apparatus: In _ the 


acinar portion of the eccrine apparatus the 
secretory cells were found consistently to 
have moderate to heavy AP activity in the 
cytoplasm furthest from the lumen (Figs. 
11 and 12). Occasionally the precipitate 
was also seen on the nuclei and nucleoli, and 
rarely, in the cytoplasm nearest the lumen. 
There was no deposit within the lumens. 
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The myoepithelial cells showed AP activity 
in the cytoplasm, nuclei, and nucleoli. The 
deposit was usually heavier in the myoepi- 
thelial cells than in the acinar cells. Vessels 
showing marked activity in their endothelium 
formed a rich network around the eccrine 
glands. The basement membrane had a 
moderate deposit. The eccrine ducts showed 
no AP activity. At times the ducts were 
surrounded by AP-active capillaries. 

11. Apocrine sweat apparatus: The dis- 
tribution of AP in the apocrine glands drf- 
fered from that in the eccrine glands, and 
the over-all activity was invariably less 
(Fig. 10). ~ 

The distribution differed in two ways. 
First, the apocrine gland secretory cells, 
instead of having the deposit only in the 
peripheral portion of the cells, showed bi- 
polar activity, so tuat the deposit was almost 
as intense in the luminary portion. The 
area between the poles often had no activ- 
ity, though occasionally a false deposit was 
seen in the nuclei, nucleoli, and cytoplasm. 

Secondly, the contents within the lumens 
of apocrine glands showed faint to moderate 
deposits such as were not found in eccrine 
glands. 

Like the eccrine glands, the apocrine 
glands showed AP activity of the myoepi- 
thelium, the basement membrane, and the 
periglandular vessels. The ducts showed no 
activity, but moderate deposit was seen in 
the vessels adjacent to them. 

12. Mucous’ glands (buccal): Faint 
enzymatic activity was seen in some, but‘not 
all, of the peripheral acinar cells (nuclear 
deposit greater than cytoplasmic). 

13. Hair: The most striking AP activity 
in human skin was found in the hair papilla 
(Fig. 8). Here there was almost consist- 
ently found a dense enzymatically produced 
precipitate. Often reaction was so intense 
that one could not define individual papillary 
components. Similar iniensity was seen in 
the hair sac (connective tissue sheath) sur- 
rounding the bulb. Above the bulb, the 
loose stroma surrounding the hair follicle 
showed no deposit other than that seen in 
occasional capillaries. Some specimens pre- 
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sented unusual capillary networks, with ac- 
tivity, surrounding the entire hair apparatus. 
Vellus (lanugo) hair papillae generally sit- 
uated in the cutis evinced consistently 
greater degrees of activity than terminal 
(large) hair papillae located in the sub- 
cutis. 

The false positive precipitate of the inner 
root sheath and medulla of the hair shaft 
has been described under controls. The 
outer root sheath was devoid of cobalt sul- 
fide. The yellow-brown color of melanin 
in the hair bulb and in the cortex of the 
hair shaft could be distinguished from the 
brown-black cobalt sulfide. The hair medulla 
showed slight (false positive) precipitate in 
two specimens. The hair bulb matrix cells 
generally showed minimal AP activity near 
the central hair papilla. 

14. Subcutaneous fat: In four specimens 
a fine precipitate was seen in the connective 
tissue and vessels of the subcutaneous in- 
terlobar septae. However, generally speak- 
ing, there was no AP activity of the septae, 
and none was found in the fat cells them- 
selves. There was only mild activity of the 
capillaries coursing through the interlobar 
septae. 


C. Alkaline esses + in Diseases of Human 


Mention will be made only of AP distri- 
butions differing from those seen in normal 
tissues. 

Histopathologic descriptions of the speci- 
mens will be given.only if necessary to 
illustrate certain features. 

An attempt has been made as far as 
possible to group together diseases which 
are etiologically, histogenetically, or other- 
wise related to each other. 

(1) Inflammatory Dermatoses.—Erythe- 
ma Nodosurm (One Specimen): There was 
moderate AP activity of. the infiltrate and 
connective tissue of the subcutis, apart from 
numerous capillaries with activity through- 
out the inflammatory zone; deposit was con- 
centrated on the nuclei of fibroblasts. There 
was moderate AP activity of the collagen 
fibers of the lowe cutis. 
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Chronic Eczema (One Specimen): There 
was considerable activity of the exocytotic 
cells (mostly nuclear). The prickle cells 
(some of which were disintegrating) near 
these inflammatory cells also showed some 
activity; those farther away showed only 
nucleolar deposit. The basal cells showed 
slight perinuclear deposit. There were AP- 
active dilated capillaries in the papillae, sur- 
rounded by banal infiltrates, showing AP 
activity, also predominantly nuclear. In one 
area of the cutis the connective tissue near 
inflammatory cells had a moderate precipi- 
tate. An infiltrate around the sweat glands 
showed moderate activity. 

Distinctive Exudative Discoid and Liche- 
noid Chronic Dermatosis (One Specimen) : 
The epidermis showed moderate activity 
localized to groups of exocytic and disin- 
tegrating epidermal cells found in vesicles. 
There was an increase in the number of 
papillary capillaries, all highly active. Some 
thickened vessels of the upper cutis had 
AP-active endothelium. Except for mild 
nuclear reaction there was no deposit in 
the inflammatory infiltrate. 

Drug Eruption (One Specimen): There 
was considerable perivascular cellular ‘infil- 
trate, with increase of the capillaries in the 
upper corium and midcorium. These capil- 
laries showed AP activity in the endothelial 
cytoplasm and nuclei, most markedly in the 
nucleoli and*at the periphery of the nuclei. 
The inflammatory cells showed light deposit 
in the nuclei and more in the nucleoli. The 
intensity of the precipitate was greatest near 
the capillaries. 

Neurodermatitis (Three Specimens): All 
specimens showed papillary vessels with 
moderate AP. activity. Two specimens 
showed mild activity in groups of exocytotic 
elements. One specimen had a faint precipi- 
tate in the nuclei of perivascular inflamma- 
tory cells. 

Lichen Corneus Hypertrophicus (One 
Specimen): No variation from the normal 
was seen. 

Fox-Fordyce Disease (Two Spccimens) : 
Alkaline phosphatase activity was that of 
normal axillary skin. The dilated tubules 
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showed a‘ minimal deposit, more consistent 
with that of apocrine than with that of 
eccrine glands. Periductal vascular AP ac- 
tivity was increased. 

Psoriasis (Two Specimens): There was 
a slight increase in papillary capillaries, 
which were highly active. A mild deposit 
was seen in the inflammatory cells sur- 
rounding them. One specimen showed pro- 
nounced activity in and surrounding several 
microabscesses (Fig. 3), not only of the 
exocytotic elements but also of adjacent epi- 
dermal cells. The cytoplasm of the latter 
cells contained numerous minute black 
keratohyalin granules in addition to diffuse 
cytoplasmic and nuclear deposits. 

Parapsoriasis (One Specimen): This 
showed AP-positive papillary capillaries, 
surrounded by inflammatory cells with some 
nuclear deposit. The contents of a sub- 
corneal vesicle showed a mc‘ te precipi- 
tate. 

Lichen Planus (Four Specimens): AP 
activity was seen in capillaries of the upper 
cutis. Some of the inflammatory cells near 
them showed mild deposit. 

Lupus Erythematosus (One Specimen): 
AP activity was mild in the increased peri- 
follicular vessels and in some inflammatory 
cells in these areas. 

(2) Bacterial and Spirochetal Diseases.— 
Folliculitis (One Specimen): There was 
moderate AP activity in the endothelium of 
the increased capillaries. The cellular infil- 
trate near them showed a deposit, greater 
in the nuclei and less in the cytoplasm. 

Lupus Vulgaris (One Specimen): The 
central (epithelioid) portions of the tuber- 
cles were devoid of AP activity, whil: the 
surrounding lymphocytic zones showed 
heavy reaction. The activity in these outer 
zones was seen in vessels, fibrocytes, and 
lymphocytes. Langhans cells showed no ac- 
tivity. In the mid cutis and lower cutis 
numerous thin-walled vessels, not related 
to tubercles, were seen with heavy deposit. 

Erythema Induratum (One Specimen): 
Throughout the subcutis there was a tuber- 
cular infiltrate. The caseated areas were 


devoid of AP activity except for minimal 
nuclear deposit in the inflammatory and 
necrotic cells (Fig. 14). Toward the more 
definite tubercular reaction at the periphery 
of the tubercles there was gradual increase 
in deposit, finally showing very high ac- 
tivity. Activity was seen in the inflamma- 
tory cells, on the connective tissue of the 
fat trabeculae, and in capillaries. The 
endothelium of thick subcutaneous vessels 
showed marked activity. No deposit was 
seen in the Langhans cells present. There 
was a general activity throughout the cutis 
on the collagen fibers and lining the spaces 
between them. Nuclei of fibroblasts and 
histiocytes in the upper cutis showed mod- 
erate activity. 

Nodular Tertiary Syphilis (One Speci- 
men): All vessel lumens were narrowed. 
Those of the upper cutis were not thick- 
ened, whereas those in the deeper parts had 
distinctly thickened walls, but all were active. 
The perivascular infiltrates were negative. 

Syphilitic Keratoderma Punctatum (One 
Specimen): The specimen showed a para- 
keratotic mass pressing into and thinning 
the epidermis, causing flattening of rete 
pegs. There were intense perivascular in- 
filtrates of lymphocytes, histiocytes, . and 
plasma cells. The vessels showed thickened 
walls. There was stromal proliferation sur- 
rounding the eccrine glands. The parakera- 
totic plug, and to a lesser uxtent the adjacent 
horny layer, showed a false positive precipi- 
tate. The thickened vessels and surrounding 
cells showed moderate activity. Intense’ ac- 
tivity in the proliferating stroma around the 
sweat glands is noteworthy. 

(3) Viral Diseases—Molluscum Con- 
tagiosum (Two Specimens): Both speci- 
mens showed heavy AP activity in inflam- 
matory cells (mainly nuclear) and in the 
stroma of the upper cutis. The active capil- 
laries of the papillae between the affected 
rete pegs were compressed. The basal layer 
and a few rows of adjacent prickle cells 
showed mild activity, greatest in their nu- 
cleoli, less in the nuclei, and least in the 
cytoplasm. The keratohyalin of the granu- 
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lar layer showed definite AP activity (as 
substantiated by control slides not, using 
the substrate). The inclusion bodies théem- 
selves showed mild enzymatic reaction. It 
was apparent that the older (i. e., the more 
superficial) the molluscum body, the greater 
its AP positivity. Heavy deposits were seen 
near the surface where affected cells were 
disintegrating. 

Verruca Vulgaris (Four Specimens): 
The thickened stratum corneum showed 
considerable false positive precipitate in all 
sections. There was an increase in the papil- 
lary capillaries, with considerable AP activ- 
ity. One specimen had prominent granules 
in the stratum granulosum, but, unlike those 
seen in molluscum contagiosum, these gran- 
ules showed no precipitate. One specimen 
had intense AP activity in relation to the 
fibroblastic reaction in the cutis. 


(4) Granulomas of Unknown Origin.— 
Sarcoid (One Specimen): The tubercles of 
sarcoid were devoid of AP activity. There 
was a general sparsity of vessels, so that 
that AP-staiaed sections showed fewer 
capillaries than would be expected in nor- 
mal skin. Epithelioid, giant, and lymphocytic 
cells were devoid of activity. 

Granuloma Annulare (Two Specimens): 
Many connective tissue fibers surrounding 
areas of granular degeneration showed mild 
AP activity, whereas the degenerated tissue 
itself had no activity. One specimen re- 
vealed a minimal increase in the number 
of vessels, thickening’of* their walls, and 
strong endothelial AP activity. The cellular 
infiltrate showed mild or no activity. 

Facia! Granuloma:(One Specimen): The 
specimen couid not be classified more defi- 
nitely. Sections showed a dense dermal 
infiltrate of lymphocytes and _ histiocytes, 
some giant and multinucleated cells. Hardly 
any activity was demonstrable other than 
that of the vessels within the infiltrate. The 
giant cells showed considerable activity of 
their nuclei, less in their cytoplasm, thereby 
standing out from the other cell types. 

Granuloma, Nonspecific Foreign Body 
Type (Three Specimens): Specimen 1 
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showed a cutaneous and _ subcutaneous 
granulomatous response composed of nu- 
merous capillaries, infiltrates of lympho- 
cytes, leukocytes, foreign body giant cells, 
and considerable fibroblastic _ reaction. 
There were central necrosis and mild de- 
posits of hemosiderin. Within the necrotic 
area the AP activity was diminished, but 
this was surrounded by a wide zone of 
intense activity in relation to three elements: 
vessels, connective tissue, and cellular in- 
filtrate. The vessels had moderately thick- 
ened ‘walls, and some showed endothelial 
proliferation with substantial deposit. The 
most intense activity was found in relation 
to the fibroblasts, whete the deposit was 
apparently concentrated on the surface of 
these cells. The inflammatory infiltrate had 
moderate, mainly nuclear, activity. 

Specimen 2 showed intense foreign body 
and giant-cell reaction in the  subcutis. 
Polariscopy revealed birefringent crystals 
within the giant cells. Moderate AP ac- 
tivity was found in relation to fibroblasts. 
Mild activity (mostly nuclear) was seen in 
the banal inflammatory cells; the giant cells 
(and the crystals which they contained) 
showed little or no activity. 

Specimen 3 showed a granulomatous re- 
sponse in the cutis and subcutis and vessels 
with thickened walls, some showing endo- 
thelial proliferation, Alkaline phosphatase 
activity was intense in sweat glands, fibro- 
blasts, inflammatory cells, endothelium of 
vessels, and around the connective tissue in 
the granulomatous area. Little or no activity 
was seen in sweat ducts or in the walls 
of the thickened vessels, causing them té 
stand out as light areas within the intensely 
black background. Adipose _ trabeculae 
showed marked activity. 

(5) Miscellaneous Diseases.—Alopecia 
Areata (Three Specimens): Serial sections 
showed that some but not all of the hair 
papillae lacked AP activity. This was most 
pronounced in early (catagen?) phases of 
hair loss. Some follicles which showed no 
activity also manifested shortening of the 
walls, abnormal relationship of the papillae 
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to the hair bulbs, or a lack of matrix cells 
to “cap” the dermal papillary structures. 
Nevertheless, two specimens also contained 
some hair papillae which were structurally 
mature (anagen stage?) and AP-positive. 
In addition, lanugo-like follicles with highly 
active par‘llae were situated in the cutis in 
all specimens. 

The lack of AP activity of certain hair 
papillae in alopecia areata was in contrast 
to serial sections of normal skin, where vir- 
tually all hair papillae showed moderate to 
pronounced activity. 

Senile Elastosis (Three Specimens): The 
upper cutis showed advanced changes, rep- 
resenting a combination of collagen and 
elastica degenerations. The midcutis showed 
degenerative changes only of elastica. False 
positive cobalt sulfide precipitate was noted, 
more pronouncely in degenerated elastica of 
the midcutis than in the collagen-elastica 
combination of the upper cutis. 

Scleroderma (Two Specimens): There 
was a remarkable decrease in vascularity 
compared with normal tissue. Those vessels 
present stained less intensely and were of 
smaller caliber than normal. There was a de- 
crease of adnexae. A mild perivascular 
infiltrate showed slight activity. 

Colloid Pseudomilium (One Specimen): 
Heavy false positive precipitate was ob- 
served in three areas: the stratum corneum, 
the basophilic connective tissue (hoth col- 
lagen ‘and elastic as evaluated with hema- 
toxylin and eosin staining), and _ the 
homogenized “colloid” substance. Few AP- 
active vessels were seen coursing through 
“colloid” masses. 

Riehls’ Melanosis (One Specimen): 
Other than accentuation of the melanin pig- 
ment granules in the melanophages of the 
upper cutis, no abnormal findings were en- 
countered. 

Poikiloderma Atrophicans  Vasculare 
(One Specimen): Activity was seen in the 
endothelium of the numerous dilated vessels 
of the upper cutis, with some deposit nearby 
in the inflammatory cells. Scattered deposit 
was seen lining some of the collagen bundles. 


Vitiligo (One Specimen): There were no 
changes in AP distribution different from 
normal. 

(6) Diseases of the Vascular System.-— 
Senile Purpura (One Specimen): Hema- 
toxylin and eosin staining showed extra- 
vasation of erythrocytes into the upper 
cutis, mild inflammatory infiltration, and 
disruption of vessel walls. There was al- 
most complete lack of AP activity of the 
ruptured vessels in the upper cutis. Heavy 
deposit was seen in the subcutaneous fat 
trabeculae. ; 

Hemangioma (Eight Specimens): One 
could not predict which hemangioma would 
show AP activity. Although the histo- 
pathologic pictures with hematoxylin and 
eosin might be similar in two specimens, 
the vessels of one would show no activity 
while the other would have intense AP 
positivity. Of the eight specimens, two 
showed almost no activity in the vessels. 
In the other six specimens, which showed 
mild to intense activity, most of the deposit 
was seen in the walls of the smaller vessels, 
in contrast with the usually light activity 
of the larger and dilated blood channels 
(Fig. 4).- Four specimens showed extra- 
mural endothelial proliferation with AP ac- 
tivity in various measures (mildly to mod- 
erately intense). Inflammatory components, 
when present, showed activity mainly in 
their nuclei. Some vessels showed deposit 
in thrombi. In two specimens moderate 
activity was seen in fibroblasts between the 
vessels. 

Lymphangioma (One Specimen): In con- 
trast to findings in the blood vessels of most 
hemangiomas, there was in this single 
lymphangioma a complete lack of AP ac- 
tivity of the endothelium of the dilated 
lymphatics. Blood vessels near the lymph 
spaces showed normal AP activity. 

Granuloma Pyogenicum (Seven Speci- 
mens): The AP activity and distribution 
depended upon the duration (“maturity”) 
of the pathologic process. In general, early 
lesions showed intense activity of both vas- 
cular and cellular components (Fig. 5). 
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Specimens showing endothelial proliferation 
and beginning fibrosis usually had greater 
activity in the fibroblastic areas (nuclear 
deposits being generally more intense than 
cytoplasmic). Proliferating endothelial cells 
often showed little or no activity. In 
“older” lesions, showing collagen formation, 
less activity was usually seen, while stroma 
of mature collagen was devoid of activity. 
In all lesions most vessels were highly posi- 
tive, but there were always some which 
showed little or no activity. In general the 
heaviest precipitate was found in endothe- 
lium of vessels, banal inflammatory cells, 
and fibroblasts. 

(7) Multiple Idiopathic Hemorrhagic 
Sarcoma.—Multiple Idiopathic Hemorrhagic 
Sarcoma of Kaposi (Six Specimens): A 
wide range of pathologic, morphologic, and 
enzymatic activity was noted in lesions of 
Kaposi’s sarcoma, and therefore the speci- 
mens will be reported upon individually. 

Specimen 1: Early stage. With hema- 
toxylin and eosin increased vascularity was 
seen throughout the cutis. In the depths 
dilated blood spaces were seen, separated 
by spindle cells and lymphocytic infiltra- 
tions. There was marked activity in the 
smaller, more superficial vessels, whereas 
the deeper, dilated vessels showed little or 
no activity. Nuclei of lymphocytes and 
spindle cells showed varying degrees of 
positivity. ' 

Specimen 2: Early stage. Hematoxylin 
and eosin showed moderate increase in 
vascularity and lymphccytic infiltration but 
no substantial spindle-cell proliferation. 
Activity was demonstrated in most, but not 
all, of the newly formed vessels, and mild 
deposit was seen on the collagen fibers be- 
tween them. 

Specimen 3: Early stage. With hema- 
toxylin and eosin there was substantial vas- 
cular proliferation, surrounded by heavy 
lymphocytic infiltration, and some spindle- 
cell proliferation: in the upper half of the 
cutis. Almost all the vascular linings 
showed moderate activity. There was milder 
activity in the proliferating intervascular 
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spindle cells and in relation to the lympho- 
cytic infiltrates. 

Specimen 4: Moderately advanced stage. 
With hematoxylin and eosin the larger part 
of the cutis was occupied by collections of 
engorged, dilated thin-walled blood spaces, 
between which were seen strands of spindle 
cells admixed with lymphocytes. To one 
side of the zone so affected, and resembling 
the more typical Kaposis sarcoma, tissue 
was seen with poorly formed vessels, sur- 
rounded by heavy lymphocytic cuffs, and 
bands of spindle cells. Most of the vessels 
with “normal” lumens showed endothelial 
activity, in striking contrast to the groups 
of dilated blood spaces, the linings of which 
showed no deposit. However, in the stroma 
between the wide channels there were AP- 
positive blood vessels. The intervascular 
spindle cells showed mild activity. 

Specimen 5: Moderately advanced stage. 
Hematoxylin and eosin showed increase in 
the number of vessels throughout the upper 
cutis, many of which were poorly formed 
and had incomplete endothelial linings. 
Around and between them there was 
spindle-cell proliferation and lymphocytic 
infiltration. Alkaline phosphatase stains 
showed numerous vessels with activity, al- 
although many vascular channels, some well- 
formed with thick walls as well as poorly 
formed ones, showed no activity. The areas 
of spindle-cell proliferation, particularly in 
the upper cutis, showed . considerable ac- 
tivity. Milder deposit was found in the 
lymphocytic nuclei and in the subcutaneous 
fat trabeculae. 

Specimen 6: Early sarcomatous stage. 
Hematoxylin and eosin showed loss of epi- 
dermis, granulation tissue with numerous 
newly formed blood vessels in the upper 
cutis, and, in the deeper cutis, massive 
spindle-cell hyperplasia with plasmocytic 
and foreign body type giant-cell infiltrate. 
There was a great increase in number of 
highly AP-active vessels in the upper cutis. 
The bundles of spindle cells demonstrated 
strong AP positivity (Fig. 19), more con- 
centrated toward the periphery of these cells. 
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Giant cells were AP-negative and thereby 
stood out from the dark bac!:ground. 

Summary: Kaposi’s sarcoma in the va- 
rious stages of progression (early, mod- 
erately advanced, sarcomatous) manifested 
differences in AP activity as follows: 

(a) Smaller vessels, both those of nor- 
mal appearance and those poorly formed, 
generally showed moderate AP activity. 

(b) Larger and dilated blood spaces often 
showed no activity. 

(c) Intervascular spindle-cell prolifera- 
tions showed varying measures of activity, 
which were apparently not correlated with 
the stages (early vs. late) of such prolifera- 
tions, The sarcomatous stage showed 
marked AP activity of spindle cells. 

(d) The inflammatory (mainly lympho- 
cytic) infiltrates showed activity mildly*or 
not at all, and, when present, it was mostly 
nuclear. In one specimen with foreign body 
giant cells these were devoid of deposit. 


(8) Benign Tumors and Hamartomas.— 
(a) Epidermal: Intraepidermal nevus and 
seborrheic keratosis (12 specimens). Alka- 
line phosphatase findings in this group 
showed no significant changes in relation to 
the _ hyperplastic epidermal cells. Hyper- 
keratotic stratum corneum often showed 
false positive precipitate. There was an in- 
crease in the papillary capillaries, which 
were highly active, so that they stood out 
from the background of banal inflammatory 
cells showing little or no activity. One 
specimen had mild activity of the subcu- 
taneous fat trabeculae. 

Cutaneous horn (one specimen). The 
keratin showed mild, faise positive precipi- 
tate distributed in a laminated fashion, ap- 
pearing ‘to fill the minute clefts between 
the cornified cells. The stratum mucosum 
showed some changes like those in Bowen’s 
disease. It contained no cobalt sulfide, ex- 
cept for the nucleoli of cells overlying cen- 
ters of high AP activity in the papillary 
capillaries. Strongly positive capillaries were 
increased in number subjacent to the horn. 
There was a considerable inflammatory in- 
filtrate high in the cutis which showed no 


activity. The elastica was basophilic and 
showed mild false positive precipitate. 

Acanthoma (one specimen). In acan- 
thoma the uppermost cutis showed moderate 
AP activity in relation to newly formed 
connective tissue, and many new highly ac- 
tive vessels were seen. There was a mild 
precipitate (principally nuclear) in inflam- 
matory cells. The subcutaneous fat trabec- 
ulae showed heavy AP activity. 

Keratoacanthoma (two specimens). There 
was an increase of AP-positive vessels 
around the acanthotic proliferations. In 
contrast to most prickle-cell epitheliomas, 
the stroma showed little or no activity of 
the fibrillar inflammatory cells. 

(b) Adnexal: Epithelial cyst (three 
specimens). There was false positive pre- 
cipitate in the keratin contents of the cysts, 
which was progressively heavier from the 
periphery toward the center. This precipi- 
tate was more granular than cobalt sulfide 
deposit representing AP activity and was 
most pronounced lining the spaces between 
the stratified cells, 

Calcifying epithelioma (one specimen). 
AP activity was limited to connective tissue 
fibrils, inflammatory cells, and increased 
vessels surrounding the tumor. The tumour 
itself showed no activity. ‘Near the center 
of the tumor lobules deposits of calcium 
produced false positive precipitation. 

Follicular cyst (one specimen). The 
keratin was arranged within the cyst in 
concentric layers, resembling an onion in 
cross section. There was a false positive 
precipitate correspondingly laminated. The 
epithelial wall showed no AP activity. There 
was an increase of capillaries with AP ac- 
tivity surrounding the cyst and some de- 
posit in nuclei of the banal infiltrate and on 
connective tissue fibers. 

Trichoepithelioma (16 specimens, all 
from different sites obtained from the same 
patient). Apart from the cysts, islets of 
“basal” cells, and prolongations of similar 
cells arising from the cyst walls, there was 
heavy inflammatory infiltrate (often of for- 
eign body type), vascular proliferation, and 
fibroblastic reaction. 
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At the tips of many islets and their 
prolongations there were crescentic areas of 
intense AP activity, which were interpreted 
as representing hair papillae (Fig. 9). 

The stroma in some areas showed strong 
AP activity of fibroblasts. The vascular 
endothelium showed substantial activity, as 
did some of the nearby inflammatory cells, 
with the specific exception of the foreign 
body type giant cells, which were invariably 
inactive. 

Senile sebaceous hyperplasia (two 
specimens). One specimen of senile seba- 
ceous hyperplasia showed increased vascu- 
larity throughout the cutis and a false 
positive precipitate on the degenerated elas- 
tica. Although the sebaceous glands were 
hyperplastic, no activity of the acini was 
discernible. In addition, the second speci- 
men had substantial deposit in fibrillar cells 
of the stroma and in relation to the inflam- 
matory infiltrate, where it was mainly 
nuclear. 

Rhinophyma (two specimens). With 
hematoxylin and eosin the outstanding fea- 
tures were intense fibroblastic reaction, 
edema, vascular dilatation, and heavy in- 
flammatory reaction. Neither specimen 
showed hyperplasia of sebaceous glands. 
Alkaline phosphatase activity was seen in 
relation to fibroblasts, endothelium of the 
dilated vessels, and some inflammatory cells, 
particularly those near positive vessels. 

Adenoma sebaceum (one specimen). AP 
activity was seen in those elements normally 
positive in skin, but which in this material 
were present in greater numbers, i. e., 
follicles and vessels. 

Sebaceous adenoma (one specimen). The 
specimen showed a _ conglomeration of 
lobules. In comparison with normal, the 
germinative cells were many layers thick, 
deeply basophilic, and less flattened. These 
germinative cells of the adenoma lobules 
showed’ heavy nuclear and cytoplasmic 
deposit (Fig. 7) ; in relation both to normal 
and adenomatous glands the perisebaceous 
capillary networks were AP-active. 

Syringoma (three specimens). None of 
the cells lining the cysts showed AP ac- 
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tivity. Some cysts showed a false positive 
precipitate in their lumens. 

Hydrocystoma (one specimen). The 
specimen showed dilated cystic spaces lined 
by one or more layers of epithelium. There 
was moderate AP activity of the epithelium, 
more noticeable in the cells lining the lu- 
mens and more particularly at their free 
edges (Fig. 13). Within the lumens there 
was amorphous material showing consider- 
able deposit (controls were not carried out 
to determine whether this was true or false 
positivity). 

Mucous retention cyst (one specimen). 
The adjacent normal mucous glands showed 
mild AP activity of the peripheral acinar 
cells, most marked in the nucleoli. The 
cyst’ mass (and surrounding capsule) 
shawed heavy fibrillar deposits. ©The 
amorphous contents of the cyst showed mild 
activity of nuclear and cellular debris. 

(c) Mesodermal: Achrochordon (three 
specimens). The papillary capillaries- were 
few in number but normal in size, shape, 
and AP activity. In the center of the 
growths a few inactive dilated vascular 
spaces were seen. 

Fibroepithelial papilloma (mucous mem- 
brane) (one specimen). Unlike the achro- 
chordons, the mucosal papilloma showed in- 
tense AP activity in the fibrillar stroma and 
in the numerous vessels which made up its 
“stalk.” The epithelium covering the speci- 
men showed no deposit. 

Cutaneous nodule (15 specimens). With 
hematoxylin and eosin two main types were 
distinguishable. The first, or cellular, variety 
consisted of short spindle, triangular, or 
irregular cells (which will be designated 
Type I cells). These cells were compact, 
so that in any given field numerous nuclei 
were seen (Fig. 16). The second variety 
was composed of long spindle cells (Type 
II cells), and in any given field there were 
relatively few nuclei (Fig. 16). These long 
spindle cells were, in some cases, apparently 
laying down collagen. Five specimens were 
of the Type I and three specimens of. Type 
II cells. Four speciméns showed both va- 
rieties, with Type I cells usually being sit- 
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uated toward the periphery of the tumors 
and more frequently in the upper cutis. 
Three specimens showed intermediary cellu- 
lar structure; they could not be classified 
as Type I or Type II. These cellular types 
were found to be independent of other 
characteristics such as lipid or hemosiderin 
deposits or vascular componenis. 

The distribution of AP was found to be 
strikingly different in the two cellular types 
(Fig. 17). In Type I lesions the enzyme 
was limited to capillaries (nucleus and cy- 
toplasm of endothelium) coursing through- 
out the tumor. No cobalt sulfide was seen 
in the fibrocellular components of the speci- 
mens. Cutaneous nodules composed of Type 
II cells, in addition to having AP activity 
in capillary endothelium, showed variable 
amounts of precipitate on the fibroblasts 
thernselves (Fig. 18), in their cytoplasm 
as well as on the nuclei. At times the AP 
seemed to line spaces between the cells, re- 
sulting in a lace-like arrangement. 

In the combined variety, AP activity was 
limited to capillaries in areas composed of 
Type I cells, while in areas of Type II 
cells the deposit was seen in fibroblasts as 
well as in endothelium (Fig. 17). 

The intermediary cellular types showed 
varying pictures, with AP activity in capil- 
laries and, at times, on long fibrocytes. 

Some cutaneous nodules showed cobalt 
sulfide in the fat trabeculae, usually more 
pronounced in the area immediately related 
to the tumor. 

Keloid (one specimen). Hematoxylin and 
eosin revealed a “fresh” keloid in the middle 
two-fourths of the cutis, composed of 
bundles of light-staining vacuolated spindle 
cells, between which there were long thin- 
walled capillaries. The spindle cells and 
capillaries showed considerable AP activity. 
The deposit in the fibroblasts was prin- 
cipally on the nuclei and apparently lining 
the periphery of the cells. 

Scar tissue (one specimen). Hematoxylin 
and eosin revealed fibroblastic proliferation 
with an infiltrate of banal inflammatory and 
foreign body giant cells. There was heavy 
AP activity, mainly on the proliferating 


fibrillar cells and the inflammatory infil- 
trate. However, the foreign body giant 
cells stood out clearly as containing very 
little or no deposit. 

Lipoma (four specimess). Lipomas were 
studied because AP was found, though in- 
consistently, in the subcutaneous tissue of 
normal as well as pathologic material. All 
specimens showed mild deposit on the fat 
trabeculae but none in the empty spaces re- 
sulting from processing. The vessels seen 
in these trabeculae always showed only mild 
activity, in contrast to the generally high 
activity of papillary capillaries. 

Neurofibroma (von Recklinghausen’s dis- 
ease) (two specimens). Both specimens 
were devoid of AP activity, except for that 
demonstrated in the sparse vessels coursing 
throughout the tumor. The neurofibroma 
cells themselves showed no deposit. 

(d) Cellular Nevi: Intradermal nevus 
(21 specimens). With two outstanding ex- 
ceptions, nevus cells themselves were devoid 
of activity. Moderate AP activity was seen 
in rela ‘on to increased vascularity, while in 
inflammatory cells there was mild to no de- 
posit. 

In the two exceptions mentioned, groups 
of nevus cells in the midcutis showed mod- 
erate AP activity. One of the specimens 
showed a fibroblastic reaction, with mod- 
erate activity around the nevus cells islets. 
Groups of nevus cells, some near the fibro- 
blastic reaction, others more remote, showed 
moderate deposit in their nuclei and cyto- 
plasm. In the other specimen there was 
intense AP activity limited to groups of 
nevus cells in one area of the lesion (Fig. 
15). The precipitate was so dense that the 
outlines of the cells could not be recognized. 
In addition, many capillaries and a few in- 
flammatory cells with AP activity were seen 
around them. 

One specimen was from a lesion which 
had been treated eight years previously by 
desiccation and curettage. The cutis showed 
widespread homogenization, diminishing 
toward the depth. Throughout the affected 
connective tissue there coursed large thin- 
walled blood vessels, the linings of which 
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were devoid of AP activity. In contrast, 
normal appearing capillaries in unaffected 
areas showed moderate activity. 

Compound nevus (one specimen). Nei- 
ther junctional nor intradermal elements 
were associated with AP activity. 

Blue nevus (one specimen). Activity was 
limited to vessels in the upper cutis, which 
were only slightly increased in number in 
relation to the area of the blue nevus cells. 
There was no deposit on the nevus cells. 

(9) Precanceroses——Bowen’s Disease 
(One Specimen): In the cutis underlying 
the typical areas of Bowen’s disease, there 
was activity mainly in the walls of the in- 
creased capillaries but there was little or no 
activity in the cellular infiltrate surrounding 
these vessels. 

(10) Malignant Tumors.—(a) Epithelio- 
mas: Basal-cell epithelioma (36 specimens). 
In all specimens proliferation of highly AP 
active capillaries was seen surrounding the 
epithelioma groups. Eight specimens showed 
deposit in the inflammatory infiltrates, which 
was ‘usually more pronounced in the nuclei 
and even more so in the nucleoli. 

Sixteen specimens showed mild to pro- 
nounced activity of the fibroblastic stroma 
near the epithelioma masses. The deposit 
was heaviest in those specimens in which the 
fibroblastic response was in the early stage, 
and, contrariwise, mild or absent where the 
stroma was more “mature,” as judged by 
its tendency toward laying down collagen. 

Eleven specimens showed mild to mod- 
erate degrees of AP activity in the tumor 
cells themselves. Generally speaking, this 
activity was more intense in the cell groups 
situated nearer the periphery of the tumor, 
particularly in the palisade or outermost 
layer of the epithelioma islets. Activity was 
seen in cystic, adenoid, “en masse,” and 
meta-typical varieties of epithelioma. The 
crusts overlying ulcerated lesions often 
showed diffuse (false positive) deposits. 

One specimen bore some resemblance to 
trichoepithelioma with hematoxylin and 
eosin. It was removed from the cheek of 
a 28-year-old white man, according to whom 
the lesion was of 10 years’ duration. The 
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sections showed mild AP activity at the 
periphery of some of the epithelioma groups. 
The outlines of some islets gave the appear- 
ance of invaginating rudimentary hair papil- 
lae, but the stroma of these “papillae” 
showed no AP activity. The lack of deposit 
here was in contrast to the “papillae” of 
trichoepithelioma, which showed intense pre- 
cipitates. 

Fat trabeculae frequently showed mild ac- 
tivity limited to the areas directly beneath 
the epitheliomas. 

False positive precipitates were frequently 
seen in the contents of the “cysts” of basal- 
cell epitheliomas showing central break- 
down. Similar false positive deposits were 
found on the degenerated elastica of senile 
skin or of exposed areas. 

Multicentric superficial basal-cell epi- 
thelioma (one specimen). The epithelioma 
buds themselves showed no AP activity. 
There was a general increased vascularity 
of the upper cutis with mild activity, and 
there was light deposit on the connective 
tissue fibers adjacent to the epithelioma. 

Prickle-cell epithelioma (nine specimens). 
Hyperkeratosis, when present, as well as 
horny pearls, showed false positive deposits. 
The tumor cells themselves showed no AP 
activity. The outstanding site of enzymatic 
action was the upper cutis, subjacent to the 
proliferating prickle cells. Here there was 
a variety of pictures—from simple vascular 
hyperplasia (with active endothelium) to 
intense activity of proliferating connective 
tissue fibrils and inflammatory cells. There 
appeared to be greater activity in the con- 
nective tissue adjacent to the well-differen- 
tiated neoplasms than in the more undiffer- 
entiated tumors. The subcutis underlying 
tumor proiiferations often showed moderate 
AP activity. 

(b) Malignant melanoma (one speci- 
men). The specimen showed large well-de- 
fined cell groups. There were few junctional 
elements. Some cells with atypicalities, mi- 
toses, pleomorphism, and intense melanin 
pigmentation were present. The tumor cells 
themselves were practically free of AP ac- 
tivity, with the exception of mild precipitate 
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on the nucleoli and minimal staining of the 
nuclei. Moderate AP activity was seen in 
the connective tissue and inflammatory cells 
in the upper cutis adjacent to the tumor. 
In the corium deep to the lesion deposit was 
seen lining the surfaces of mature collagen 
fibers. 

(11) Lymphomas.—Lymphocytoma Cu- 
tis (one specimen): Hematoxylin and eosin 
demonstrated well-defined masses of lym- 
phogenous elements in the cutis with germ- 
inal center-like architecture. The central 
areas of these conglomerations showed few 
vessels, and these had AP active endothe- 
lium. However, towards the periphery of 
these cell groups there was a great increase 
in vascularity, with strongly positive endo- 
thelium and substantial deposit in the small 
round cells adjacent to these vessels. 

Mycosis Fungoides (two specimens): 
Both specimens showed increase of vessels 
in the upper and midcutis, surrounded by 
polymorphous infiltrates. All the vessels 
showed moderate to marked AP activity. 
The infiltrative cells showed varying meas- 
ures. of activity, especially of ther nuclei, 
those cells lying closest to the vessels show- 
ing greatest activity. Cells within the Pau- 
trier’s microabscesses in both cases were 
devoid of activity. 

Lymphoma—Type Undetermined (Three 
Specimens): All specimens showed in- 
creased vascularity, and in two the lumens 
were dilated. All vessels showed moderate 
AP activity. The vessels were surrounded 
by infiltrates, composed of small round cells, 
histiocytes, and abnormal cells showing 
pleomorphism, mitoses, giant nuclei, ete. 
These infiltrates showed mild to moderate 
activity when situated near active vessels. 
One specimen showed a rather dense peri- 
vascular fibrillar activity, apparently related 
to proliferating connective tissue fibers. 

Leukemia, Unclassified (One Specimen) : 
Activity was limited almost entirely to nu- 
merous fine capillaries in the upper cutis 
and midcutis. The leukemic infiltrate sur- 
rounded these vessels. In only a few areas 
was mild nuclear activity seen in the leu- 
kemic cells, and this was apparently due to 


diffusion from nearby vessels with high 
activity. In general, the infiltrating cells 
lacked activity. 


IV. Comment 
A. Alkaline Phosphatase Distribution in 
Normal Human Skin 

The findings described in this study are 
in general agreement with those reported by 
other observers, however, with certain ex- 
ceptions. 

On comparison with control sections, 
granules in the stratum granulosum showed 
false positive cobalt sulfide precipitates but 
no AP activity. True phosphatase activity 
in these structures was reported by Pirila 
and Eranko.1** 

The acinar cells of sebaceous glands gen- 
erally showed no activity, and activity when 
present was seen only as faint postivity in 
the most peripheral cells of the lobules (in 
these, mostly nuclear and, more particularly, 
nucleolar). The results of Pirila and 
Eranko °° are in agreement with these find- 
ings, whereas Montagna }* reported these 
glands to have acinar activity. This ap- 
parent discrepancy may be explained by 
the fact that the sebaceous glands studied 
by Montagna were those of the external 
auditory canal, which were not investigated 
in this study. 


B. Alkaline Phosphatase Activity in Diseases 
of the Skin 


From the material thus far accumulated 
certain facts concerning AP distribution in 
skin disease are here summarized. 

1. Almost all disease associated with blood 
vessel proliferation (hemangiomas, granu- 
lomas, inflammatory dermatoses, angiosarco- 
mas, etc.) show substantial over-all increase 
of AP activity in relation to newly formed 
vessels. This increase appears in the early 
stages of these diseases, when the vessels 
are still “immature.” As the lesions pro- 
gress in age, some, but usually not all, 
vessels lose their endothelial activity and 
become AP-negative. Vessels which have 
undergone dilatation frequently show re- 
duced or no activity. 
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The endothelium of the lymphatics, in the 
one lymphangioma studied, showed no ac- 
tivity. 

2. Those diseases associated with inflam- 
matory, rather than vascular, pathology 
(e. g., drug eruption, lichen planus) gener- 
ally show little AP activity in relation to 
inflammatory cells. Some exceptions exist, 
and when activity is seen it apparently rep- 
resents (at least in part) diffusion of the 
enzyme, its activators, or its products of 
hydfolysis rather than true in vivo distribu- 
tion. 

On the other hand, those diseases with in- 
flammatory infiltrates associated with vas- 
cular hyperplasia and fibroblastic reaction 
frequently show intense AP activity of 
the inflammatory cells (here either repre- 
senting the in vivo situation or increased 
diffusion). Acute banal inflammatory con- 
ditions usually show greater activity than 
chronic ones. Pure epithelioid and reticulo- 
endothelial proliferations (e. g., sarcoid, 
central portions of tubercles, giant cells) 
generally show no AP activity. 

3. Dermatoses associated with prolifera- 
tion of fibroblasts show variable AP activity 
in these elements. Normal connective tissue 
has no activity. Early stages of connective 
tissue proliferation (e. g., keloid, scar tissue, 
cutaneous nodules, etc.) usually have mod- 
erate to intense AP activity. These condi- 
tions in later stages (i. e., in which the 
connective tissue is more mature and organ- 
ized) and benign neoplastic proliferation 
(e. g., neurofibroma) show little or no AP 
activity. 

It was frequently noted that AP appears 
to line the surface of the collagen fibers 
in those conditions showing connective tis- 
sue proliferation. In Rothman’s text,!® 
Wells points out that there is increase 
metachromasia and periodic acid-Schiff- 
positive material (mucopolysaccharide) of 
the ground substance at sites of early fibro- 
blastic formation. It is apparent that the 
distributions of alkaline phosphatase and 
mucopolysaccharides are similar, and a pos- 
sible relationship between them is suggested 
(Moog 387), 
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4. Studies of two diseases of the follicular 
apparatus led to interesting observations. 
The first, trichoepithelioma, shows numer- 
ous hair papillae irregularly distributed at 
the periphery of the “epithelioma” masses, 
producing a striking picture of intense AP 
activity (Fig. 10). 

The second condition in this group is 
alopecia areata. Hair papillae in specimens 
of normal skin almost always show intense 
AP activity. Serially sectioned specimens 
of alopecia areata show many AP-inactive 
papillae at the onset of the hair loss. Since 
inactivity has been reported in animals in 
the catagen stage of their hair cycles, it 
is not surprising that similar findings pre- 
vail in the early stages of hair loss in 
alopecia areata. However, the observation 
is of interest and suggests a basic metabolic 
defect in this disease. 

5. Study of AP activity in benign and 
malignant tumors of the skin resulted in the 
following findings: 

(a) Benign neoplasms: (1) Adnexal tu- 
mors. The peripheral portion of the lobules 
in sebaceous adenoma show marked AP 
activity. 

Cells lining the cystic spaces of hydro- 
cystoma are moderately active. 

The lining of the cysts of sy1ingoma show 
no AP activity. 

Trichoepithelioma shows active hair pa- 
pillae. 

These findings may be explained iu the 
following manuer. The activity of sebaceous 
adenoma in contrast to normal sebaceous 
glands (which have minimal or no activity) 
may be due to increased phosphatase present 
in early histodifferentiation of this tissue. 
In this regard, it has been repeatedly demon- 
strated that most structures show AP activ- 
ity in their embryonal stages, even though 
the fully developed tissves have no demon- 
strable enzyme (Moog 197), 

Normal sweat glands are active, whereas 
the ducts show no activity. It is therefore 


suggested that syringomas, being AP-nega- 


tive, are possibly of ductal origin. Although 
hydrocystomas are AP-positive, their acinar 
origin is doubtful. 
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The AP activity of “papillae” seen in 
trichoepitheliomas speaks strongly in favor 
of these lesions being hamartomas of fol- 
licular apparatus. 

(2) Junction, intradermal, and combined 
nevi. In general, the entire group of benign 
cellular nevi shows no AP activity of the 
nevus cells. Only two exceptions were ob- 
served. Both were intradermal nevi in 
which some, but not ali, of the nevus cell 
groups showed mild activity. It is possible 
that these islets may have been composed 
of cells of recent formation. 

(3) Benign. reticuloendothelial prolifera- 
tions. Lymphocytoma cutis shows no AP 
activity of the avascular “germinal center- 
like” areas, but moderate activity of the 
surrounding vascularized tissue infiltrated 
with lymphocytes. 

The cellular elements in a specimen of 
“facial granuloma” show no AP activity, 
other than in some of the multinucleated 
giant cells. 

(4) Lipoma. Mild trabecular AP activity 
was seen in all the specimens of lipoma 
studied. This is in contrast to generally 
inactive normal adipose tissue. 

(b) Malignant neoplasms: (1)° Epithe- 
lioma. a. Prickle-cell epithelioma. No speci- 
mens of prickle-cell epithelioma showed AP 
activity in relation to the tumor cells them- 
selves. 

b. Basal-cell epithelioma. Almost one- 
third .of the basal-cell epitheliomas show 
AP activity of the tumor cells. It is not 
possible to predict which histologic type of 
basal-cell epithelioma will show phosphatase 
activity and which will not. 

(2) Sarcoma. The only specimen of sar- 
coma studied was an advanced lesion of 
Kaposi’s disease.. This specimen shows in- 
tense AP activity in the sarcomatous ele- 
ments. 

(3) The specimen of leukemia showed 
little or no activity in the infiltrative cells. 
The group of malignant lymphomas (my- 
cosis fungoides and certain unclassified 
lymphomas) show a rather consistent AP 
activity in relation to the neoplastic infil- 
trates. However, it should be noted that 


the activity is invariably most intense in 
those cells nearest highly active capillaries, 
and this suggests that some of the enzyme 
demonstrated in the cells is produced by 
diffusion from these capillaries and does not 
actually represent the true in vivo AP dis- 
tribution. 

(4) Malignant melanoma. The specimen 
available for study of nevocarcinoma shows 
no AP activity in the melanoma cells them- 
selves. 

(5) Stromal reaction in relation to ma- 
lignant neoplasms. Moderate to intense AP 
activity is frequently observed in stromal 
response to invading tumors. The active 
stroma, composed of proliferating capillar- 
ies, fibroblasts, and inflammatory cells seems 
to behave as a purposeful barrier to the 
advancement of the neoplasm, rather than 
merely acting as the irritative response to 
a foreign body. The intense AP activity 
associated with this barrier speaks for the 
importance of AP in these reactions. 

(c) From these findings a few broad 
inferences can be drawn. Alkaline phos- 
phatase is an enzyme which is intimately 
associated with many different structures 
and functions of the skin. 

In normal skin it is principally found at 
sites of high metabolic activity (e. g., capil- 
lary walls, hair papillae, sweat glands), and 
it is not seen in sites of low metabolic ac- 
tivity (e. g., mature collagen, adipose tis- 
sue). This is also apparently true of 
pathologic processes of the skin. Therefore, 
diseases manifesting active proliferation (e. 
g., granulation tissue, acute inflammatory 
infiltrates) are frequently found to have 
increased AP activity. Moreover, prolifer- 
ating elements of tissues which in normal 
skin contain no significant quantities of 
enzyme show measures of activity in patho- 
logic lesions (e. g., the AP activity seen in 
sebaceous adenoma and lipoma). Neverthe- 
less, this comparison has its limitations in 
that some actively proliferating elements 
show no increased AP activity (e. g., 
prickle-cell epithelioma, epithelioid hyper- 
plasias etc.). The epidermis, even during 
periods of active pr: feration (and pre- 
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sumably high metabolic activity), shows lit- 
tle or no phosphatase. 


V. Summary and Conclusions 


Alkaline phosphatase is an enzyme which 
has the capacity to liberate phosphate from 
a variety of phosphate-containing com- 
pounds. The nature and physiologic signifi- 
cance of this enzyme are outlined. 

Alkaline phosphatase was demonstrated 
in 29 normal and 224 pathologic specimens 
of human skin, with use of the Gomori- 
Takamatsu technique. 

Distributions of alkaline phosphatase in 
normal and pathologic skin, as previously 
reported, are tabulated. 

The optimum incubation period for skin 
specimens with use of the Gomori-Taka- 
matsu method was found to be four hours. 

Control sections were studied where in- 
dicated. False positive findings were found 
in the following elements: soft keratin, 
inner root sheath of the hair follicle, hair 
shaft medulla, keratohyalin granules, degen- 
erated elastic tissue, smooth muscle, “‘col- 
loid,” and sites of preformed calcium. 

The distribution of alkalirie phosphatase 
in specimens of normal human skin from 
various areas is described. The relative 
phosphatase activities of various compo- 
nents of the skin are as follows: 

(a) Marked alkaline phosphatase ac- 
tivity: hair papillae 

(b) Moderate alkaline phosphatase ac- 
tivity: capillaries, eccrine sweat glands, 
external connective tissue sheath of the hair 
follicles 

(c) Mild alkaline phosphatase activity: 
hair bulb matrix cells, apocrine sweat glands 

(d) Weak alkaline phosphatase activity: 
subcutaneous fat trabeculae (some speci- 
mens) 

(e) No demonsirable alkaline phospha- 
tase activity: all epidermal strata, collagen 
and elastica, all elements of the follicular 
apparatus (with the exception of those 
mentioned above), eccrine and apocrine 
ducts, sebaceous glands (with rare excep- 
tions of weak activity in the peripheral 
cells), nerves, smooth muscle. 
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The distribution of alkaline phosphatase 
in diseases of the human skin is reported 
upon. The outstanding findings are the 
following: 

(a) Early stages of vascular prolifera- 
tion (e. g., hemangiomas, granulomas, etc.) 
show marked alkaline phosphatase activity, 
later stages show reduced or no activity. 

(6) Banal cellular infiltrates associated 
with acute inflammatory dermatoses often 
displav moderate to marked activity, where- 
as the cellular components of chronic in- 
flammatory conditions frequently show 
little or no activity. Epithelioid cellular 
infiltrates are generally AP-inactive. 

(c) Early phases of connective tissue 
proliferation (e. g., cutaneous nodule, 
keloid) are associated with moderate to 
marked degrees of alkaline phosphatase ac- 
tivity, whereas late stages show little or no 
activity. 

(d) Benign neoplasms frequently show 
an activity similar to that of the tissue from 
which they originated. (e. g., trichoepitheli- 
oma, neurofibroma ) ; exceptions occur (e. g., 
sebaceous adenoma, some intradermal nevi). 

(e) Malignant neoplasms show variable 
alkaline phosphatase activity. Prickle-cell 
epithelioma and malignant melanoma show 
no phosphatase activity of the malignant 
cells themselves. In contrast, about 30% 
of basal-cell epitheliomas show alkaline 
phosphatase activity in relation to the tumor 
cells. Kaposi’s sarcoma shows intense phos- 
phatase activity. : 

In general, alkaline phosphatase is de- 
monstrable at sites of high metabolic activ- 
ity, both in normal and diseased skin. 
However, the precise role that this enzyme 
plays in cutaneous metabolic processes re- 
mains obscure. 

Dr. Francisco Kerdel Vegas, of Caracas, 
Venezuela, gave assistance in preparing the slides 
and collecting the material. Dr. Sonia Dobkevitch- 
Morrill gave freely of her time in planning the 
experiments and controls and reviewing many of 
the sections. The photography was performed by 
Mrs. Eleanor Moreland. Mrs. Dorothy Poli, Miss 
Shirley Simms, Miss Judith Kallman, and. Miss 
Nanett Silver gave technical and clerical help. 

New York University Post-Graduate Medical 
School. 








UMI 








UMI 


ALKALINE PHOSPHATASE IN SKIN 


ABSTRACT OF DISCUSSION 


Dr. STEPHEN RotrHMAN, Chicago: Dr. Kopf has 
just quoted Dr. Gomori, the leading expert in this 
field, as stating that nobody has any idea about 
the role and significance of the alkaline phospha- 
tase and its localization in certain tissue elements. 

It is quite natural and justified to ask whether 
it is worth while to deal with a phenomenon, the 
biological significance of which is unknown or 
possibly nonexistent. The answer to this question 
is definitely “yes.” Many an originally esoteric, 
highly impractical, and apparently meaningless 
finding, with no interpretation at hand, has proved 
later on to be of great biological significance. 

On close scrutiny, we find, as indicated by Dr. 
Kopf, that alkaline phosphatase is not an absolute 
terra incognita. We understand a few things about 
it. Bone formation depends on the product of cal- 
cium ion concentration times phosphate concentra- 
tion. Alkaline phosphatase, being present in bone 
tissue and being able to split off phosphate ions 
from organic radicals, may increase this product 
and thus promote bone deposition. In all conditions 
in which there is formation of bone, either in re- 
pair processes or neoplastic conditions, the alka- 
line phosphatase content of the blood is increased, 
and this finding has by now great clinical signifi- 
cance. 

In spite of our ignorance, not knowing what 
alkaline phosphatase is doing in the skin, the find- 
ings of Dr. Kopf have been most valuable. He has 
found a definite relationship between the presence 
of this enzyme and lively cellular proliferation, 
even in cell types where the same cell, in a mature, 
less lively proliferating state, does not show enzy- 
matic activity. This, he has shown, is true for 
angiomas, granuloma pyogenicum, and sebaceous 
adenomas. This finding may have quite consider- 
able practical significance. He has given some 
differential diagnostic points in the distinction of 
trichoepitheliomas and basal-cell carcinomas. He 
was able to distinguish two clearly different cell 
types in subepidermal fibrosis, and he confirmed 
older findings concerning the striking differences 
in the alkaline phosphatase content of eccrine and 
apocrine glands. 

Earlier, Spier and Martin demonstrated the 
strong positivity of the active hair papilla, a find- 
ing now confirmed by Dr. Kopf. Interestingly, 
these German authors have pointed out that the 
acid phosphatase is positive, even in the ectopic 
sebaceous glands of Fordyce’s disease, although 
they are not supposed to function at all—a finding 
quite analogous to Dr. Kopf’s finding in tricho- 
epitheliomas. 

I happen to be an old friend of Dr. Gomori, who 
is the father: of the histochemical phosphatase 
reactions. We worked in the same department. 
As I am not’ an expert in histochemistry, I took 


the liberty to show him Dr. Kopf’s manuscript and 
illustrations. He found that Dr. Kopf used a cor- 
rect technique, applied the right controls, and dis- 
tinguished with accuracy the true and false positive 
reactions. 

I wish to congratulate Dr. Kopf on his fine work 
and on the great honor bestowed upon him by the 
American Dermatological Association. 

Dr. Watter F. Lever, Boston: Could this 
method not be used in a study of the possible role 
of myoepithelial cells in various tumors? Dr. 
Kopf showed that in both eccrine and apocrine 
sweat glands the myoepithelial cells have a 
strongly positive activity. He also showed that 
the peripheral cells in basal-cell epithelioma have 
a positive activity. 

I would surmise, although cautiously, that, per- 
haps, the peripheral cells of basal-cell epitheliomas 
are differentiating toward myoepithelial cells. Has 
Dr. Kopf carried-out any studies of cylindroma? 
In cylindroma one sees a differentiation into two 
types of cells much better than in basal epithelioma, 
in that there is one type of cell with a small dark 
nucleus and another cell type with a large pale 
nucleus. I have always suspected that the cells 
with small dark nuclei may be differentiating 
toward myoepithelial cells. 

I should also like to know if Dr. Kopf has 
carried out any studies on the so-called. spirade- 
noma, which was described before this Association 
one year ago by Dr. Kersten and which F have 
described before (or, at least, a tumor very 
closely related to it), under the name of myoepithe- 
lioma (Arch. Dermat. & Syph. 57:332, 1948), 
assuming that many of the spindle cells in this 
tumor were differentiating toward myoepithelial 
cells. 

Dr. Greorce C. Anprews, New York: It has 
long been suggested that the action of irradiation 
on the skin is due to some effect upon the enzymes 
in the skin. I should like to ask Dr. Kopf if he 
has made any studies, perhaps, of skin before and 
after irradiation. I would also, in this connection, 
be interested in the hemangiomas. The work with 
retrolental fibroplasia has pretty definitely proved 
that it is caused by hyperoxygenation due to giv- 
ing oxygen to the babies, and the disease has 
practically disappeared since that practice has been 
stopped. Of course, with the retrolental fibro- 
plasias, there are often associated hemangiomas, 
and, since the alkaline phosphatase has been shown 
to be present in hemangiomas, I should be inter- 
ested to know if, perhaps, studies should not be 
made of retrolental fibroplasia for alkaline phos- 
phatase and, also, whether we might find alkaline 
phosphatase in nevus flammeus, which does not 
respond to irradiation. 

Dr. Franx C. Compes, New York: This sub- 
ject certainly opens up a wide field for investiga- 
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tion. The application of this method of deter- 
mining alkaline phosphatase activity may explain 
the modus operandi of many types of therapy 
which are now rather obscure—that is, much of 
our so-called empiric therapy. 

I am sure the idea came to the minds of many 
of you as, I imagine, it may ,have done to Dr. 
Kopf, that in alopecia areata the absence of alka- 
line phosphatase activity in the hair papilla may be 
restored by steroid therapy. I was wondering 
whether he had ever given any of these patients 
cortisone or steroid hormones, and what effect 
they might have on the hair papilla. Is there a re- 
turn of alkaline phosphatase activity with this 
regrowth of hair? 

I would also be interested in having him con- 
tinue work on the response of many dermatoses to 
vitamin A therapy. We know that vitamin A 
itself does not exist in the skin. Some dermatoses 
do respond to it, but not with any regularity. 
Keratosis follicularis does, and some cases of 
leukoplakia. I was wondering whether there was 
a change in alkaline phosphatase activity which 
would explain this. 

I am also interested to know the effects of 
radiant energy of various types on alkaline phos- 
phatase activity. 

‘Dr. Everett C. Fox, Dallas, Texas: Dr. Kopf 
stated that nevus cells showed varying activities 
of alkaline phosphatase reaction, that malignant 
melanoma showed no activity. I should like to 
ask him if he studied enough slides, or if it is 
worth while continuing that study, and if there 
might be a possibility at times of nevus cells with 
activity that are malignant. The alkaline phospha- 
tase reaction may offer a very interesting approach 
to studies in the differentiation of malignant 
melanoma. 

Dr. Louts H. Winer, Beverly Hills, Calif.: Dr. 
Kopf demonstrated to us this morning that in 
nodular dermatofibrosis there is increased alkaline 
phosphatase in the cutis where the proliferating 
cells. engulf the normal connective tissue, either 
cannibalizing or trapping the normal connective 
tissue within the proliferating long fibrotic bundles. 

The same high alkaline phosphatase reaction was 
observed in carcinoma, where mainly a degenera- 
tion of collagen was observed. Degenerated col- 
lagen underneath a carcinoma of the prickle-cell 
type has been assumed to be a precursor of the 
carcinomatous process. [ should like to ask Dr. 
Kopf, “Is it the collagen degeneration that gives 
this increased phosphatase reaction?” 

Dr. Atrrep W. Kopr: I should like to thank the 
discussers for their interesting comments and 
helpful suggestions. 

I thank Dr. Rothman for acquainting me with 
the work of Spier and Martin in which they re- 
ported acid phosphatase in ectopic sebaceous glands 
of Fordyce’s condition. 
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One comes to the conclusion in working with 
alkaline phosphatase that this enzyme is in some 
way required for growth and histodifferentiation of 
all structures. Dr. Moog has studied this aspect 
in embryonic development in animals and found 
that all tissues at some stage of development con- 
tain alkaline phosphatase which is demonstrable 
histochemically. In these embryos, even the epi- 
dermal strata and dermal connective tissue compo- 
nents had associated phosphatase activity. We had 
occasion to study skin biopsy specimens from 
three premature infants, and, interestingly enough, 
the connective tissue, which in normal adult skin 
has no demonstrable alkaline phosphatase, showed 
enzyme activity. Apparently it is an enzyme needed 
for growth and metabolic function in general, al- 
though the exact substrates upon which it acts in 
the skin are unknown at present. 

Dr. Winer’s point was very well taken. He 
asked whether alkaline phosphatase activity would 
be “produced” at the sites of degeneration of col- 
lagen surrounding areas of invasion by basal-cell 
epitheliomas or in cutaneous nodules. This thought 
has occurred to me, and there are certain diseases, 
such as granuloma annulare, in which this associa- 
tion has been demonstrated. 

I think Dr. Andrews remarks were most inter- 
esting and thought-provoking. It has been pre- 
viously shown that not only chemical but also 
physical agents can inactivate alkaline phosphatase. 
Both ultraviolet light and x-rays have been shown 
to inactivate this enzyme. It is for this reason 
that I have contemplated doing further studies 
along these lines. I hope to find out what happens 
to alkaline phosphatase in patients with tinea capitis 
who receive epilating doses of x-ray. Also, I 
have considered irradiating biopsy specimens to 
study the effect of ionizing radiation on the en- 
zyme’s activity. 

I am not sure if the distribution of alkaline 
phosphatase has been investigated in retrolental 
fibroplasia, but I think it would be very interesting 
to do so. I suspect that alkaline phosphatase 
would bé demonstrable histochemically in the pro- 
liferating elements of the tissues. In reference to 
nevus flammeus, I had no case for study, but I 
should like to find out if the vessels composing 
this variety of hemangioma have the same asso- 
ciated intense activity shown by most of the straw- 
berry hemangiomas I reviewed. 

I cannot give a direct answer concerning Dr. 
Lever’s point about myoepithelial cells showing 
alkaline phosphatase activity and whether this 
finding could aid in deciding if the cells of a given 
basal-celt epithelioma originated from primary 
epithelial germ or myoepithelial cells. I had no 
specimens of cylindroma or spiradenoma for study. 
However, I did have several specimens: of syrin- 
goma, which invariably showed no phosphatase 
activity. On the other hand, hydrocystoma. showed 
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activity. On the basis of these findings one might 
theorize that syringomas are of sweat duct origin, 
since, like sweat ducts, they are inactive, whereas 
hydrocystomas are of sweat gland origin, since 
acinar and myoepithelial cells of sudoriferous 
glands are associated with enzyme activity. 

Dr. Combes’ question regarding the effect of 
hydrocortisone on the papillae in alopecia areata 
is most interesting. Dr. Orentreich, of the New 
York Skin and Cancer Unit, has injected hydro- 
cortisone acetate as well as some of the newer 
delta analogues into hairless areas of alopecia 
areata, with resulting temporary regrowth at the 
sites of administration. We have had the oppor- 
tunity of .performing biopsies of several such 
areas and have found alkaline phosphatase activity 
in the growing hair papillae in these areas. I can- 
not answer your inquiry, Dr. Combes, about the 
effect of vitamin A on skin alkaline phosphatase 
activity, since I do not recall any patients in our 
series with avitaminosis A or any receiving vitamin 
A therapy. 

I would like to comment briefly on Dr. Fox’s 
point. What does it mean that the nevus cells in 
only 2 af 21 specimens of dermal cellular nevi 
showed intense alkaline phosphatase activity? It 
may possibly mean that these cells are in a 
“growing” or “differentiating” stage. Since we had 
only one specimen of malignant melanoma, it would 
be unwarranted to surmise that all specimens of 
this condition. would show absence of _histo- 
chemically demonstrable alkaline phosphatase. 
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ALKALINE PHOSPHATASE IN SKIN 
illustrations 


The following abbreviations are used in the legends: (1) H & E, hematoxylin 
and eosin stain; (2) AP, alkaline phosphatase specimen incubated with glycero- 
phosphate substrate; (3) AP-C, alkaline phosphatase specimen incubated with 
glycerophosphate substrate counterstained with lithium carmine. 


Fig. 1—Normal papil- 
lary capillaries. AP stain; 
reduced from mag. X 
428. Moderate phosphatase 
activity of all capillaries. 
Note: Branching afferent 
capillary (1), complete 
capillary loop (2), and 
efferent collecting vessel 
(3). Some melanin pig- 
ment is seen in the basal 
layer of the epidermis, 
but no AP activity is seen 
in the epidermis (4) or 
connective tissue (5). 





Fig. 2.—Elongated capillary loop. AP-C stain; 

reduced from mag. X 428. Specimen of a prickle- 
cell epithelioma with acanthotic epide:nis. A 
keratin “pearl” with false positive deposit is seen 
to the lower left. Some phosphatase activity 
(mainly nuclear) is seen in the inflammatory cells 
neighboring the capillary. 
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Fig. 3.—Psoriasis. AP- 
C stain; reduced from 
mag. X 150. False posi- 
tive precipitate, princi- 
pally nuclear, of para- 
keratotic horn (1). Sub- 
stantial AP activity of 
exocytotic cells forming 
an exaggerated Monro’s 
microabscess (2). AP- 
active papillary capillaries 


(3). 





Fig. 4—Hemangioma. 
AP-C stain; reduced 
from mag. X 150. Small- 
est vessels (1) show mod- 
erate AP activity, where- 
as medium-sized vessels 
(2) have less, and largest 
(dilated) vessels (3) 
show least. The stroma is 
negative. 





Fig. 5. — Granuloma 
pyogenicum. AP stain; 
reduced from mag. X 
41. Moderate AP activity 
is seen in relation to the 
numerous vessels and to 
the proliferating fibrous 
tissue cells of the stroma. 
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Fig. 6. — Sebaceous 
gland with its surround- 
ing vascular network. AP 
stain; x 150. The seba- 
} ceous gland (1) itself 
shows no AP activity 
and therefore is defined 
only by the AP-positive 
delicate network — sur- 
rounding it. Cross sec- 
tion of a hair follicle is 
> seen at (2), with false 
positive deposit in the in- 
ner root sheath. 


e 
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Fig. 7.—Sebaceous ad- 
enoma. AP-C stain; re- 
duced from mag. X 428. 
The peripheral acinar 
cells of the sebaceous lo- 
bule (1) show moderate 
AP activity, both cyto- 
plasmic and nuclear. The 
acinar cells towards the 
center of the lobule (2) 
have faint (mostly nu- 
cleolar) activity. 


Fig. 8—Normal hair follicular apparatus. AP-C 
stain; reduced from mag. X 185. The hair papilla 
and external connective tissue sheath show intense 
AP activity (1). The hair bulb matrix cells have 
moderate activity (2). The inner root sheath shows 
intense false. positive cobalt sulfide in both Henele’s 
and Huxley’s layers (3). The hair shaft and ex- 
ternal root sheath are AP-negative. 
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Fig. 9. — Trichoepithe- 
lioma. AP-C stain; re- 
duced from mag. xX 43. 
At the periphery of most 
of the “basal’-cell masses 
numerous highly AP- 
active hair papillae are 
seen. Note that these dis- 
torted follicular  struc- 
tures are not continuous 
with surface epidermis, 
but are distributed in a 
haphazard manner. Some 
horn-cyst-follicular _ ele- 
ments show papillae at 
more than one focal area 
of the periphery. 





Fig. 10. —- Apocrine 
gland. AP stain; reduced 
from mag. xX 498. The 
myoepithelial cells sur- 
rounding the acinar por- 
tion are moderately active. 
The secretory cells have 
less intense, bipolar AP 
activity and some nucleo- 
lar activity. The con- 
tents of the lumens show 
mild phosphatase activity. 
Active capillaries  sur- 
round the gland. 





Fig. 11.—Eccrine gland 
and duct. AP-C stain; 
reduced from mag. X 428. 
The myoepithelial cells as 
well as the secretory 
cells are intensely AP- 
active (1). The sweat 
ducts (2) are devoid of 
AP activity (their nuclei 
are stained with lithium 
carmine). 
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Fig. 12.—Normal sole. 
AP-C ‘stain; reduced 
from mag. X 29. Heavy 
false positive deposit in 
stratum corneum (2). 
Numerous active papil- 
lary capillaries and deep- 
er vessels (2). Many 
AP-active eccrine sweat 
glands are seen in the 
subcutis, while the sweat 
ducts have no AP activ- 


ity. 





Fig. 13—Hydrocys- 
toma. AP-C stain; re- 
duced from mag. X 428. 
The cells lining the cyst 
show substantial AP ac- 
tivity, particularly in the 
layer lining the lumen. 
Cobalt sulfide deposit is 
seen in the contents of 
the cyst (see text). 





Fig. 14—Erythema induratum. AP stain; re- 
duced from mag. X 23. The central necrotic area 
is almost devoid of activity (1). Peripherally 
there is intense AP activity in the inflammatory 
cells, vessels, and connective tissue fibers (2). The 
endothelium of some of the deeper thickened ves- 
sels is active. 
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Fig. 15.—Intradermal nevus. AP-C stain; re- 
duced from mag. X41. Intense AP activity is 
seen in relation to certain of the nevus cell groups, 
while others (those towards the right) have no 
activity. 





Fig. 16.— Cutaneous 
nodule. H & E stain; 
reduced from mag. X 
29. The tumor elements 
of the upper cutis (1) 
are highly cellular and 
are composed of short 
spindle, triangular, or ir- 
regular cells (Type I 
cells). The lower cutis 
(2) shows numerous 
long spindle-shaped cells 
(Type II cells). 





Fig. 17.— Cutaneous 
nodule. AP stain; re- 
duced from mag. X 29. 
Sam, specimen as Figure 
16. In the upper cutis 
the area composed of 
Type I cells (1) shows 
AP activity only in rela- | 
tion to the capillaries. 
The deeper cutis (2) 
shows widespread AP ac- 
tivity, not only in rela- 
tion to the vessels but 
also to the long spindle D: 
cells (Type II cells). 
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Fig. 18A.—Cutaneous 
nodule. H & E sstain; 
reduced from mag. X 
22. The cutaneous nod- 
ule is composed only of 
long spindle-shaped fibro- 
blasts (Type II cells). 
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Fig. ‘ 18B.—Cutaneous 
nodule. AP stain;  re- 
duced from mag. X 22. 
This lesion (same speci- 
men as Fig. 18A) is com- 
posed entirely of Type I 
cells (long spindle cells) 
which show AP activity 
almost as intensely as 
that seen in the capil- 
laries. 





| Fig. 19.—Multiple idio- 
i pathic hemorrhagic sar- 
coma of Kaposi. AP 
stain; reduced from mag. 
X 56. This is in the sar- 
comatous stage. The up- 
per cutis shows numerous 
highly active capillaries 
i in the loose granulation 
tissue. The deeper cutis 
has intense AP activity 
in relation to the pro- 
liferating spindle-cell sar- 
comatous tissue. 
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Ultraviolet Light Factor in Chlorpromazine Dermatitis 


MILTON M. CAHN, M.D., and Edwin J. LEVY, M.D., Philadelphia 


Abnormal skin reactions to sunlight have 
been reported occasionally among patients 
receiving chlorpromazine * therapy.t Since 
this abnormal photosensitivity is a transient 
involvement, it appears that some factor in 
sunlight, present only at certain times, is 
responsible for triggering the eruption. In 
an attempt to determine what the critical 
light factor may be, the following study 
was undertaken. 


Method 


Ten patients were studied from a group of 
105 receiving chlorpromazine therapy for var- 
ious . neuropsychiatric disorders at the Sidney 
Hillman Medical Center, Philadelphia.* Five of 
these patients developed sunlight-induced erythe- 
matopapular eruptions with pruritus, although 
they had no previous histories of abnormal photo- 
sensitivity. None of these five patients had re- 
ceived medication other than chlorpromazine prior 
to the onset of the skin reactions. 
five patients had no side-effects to chlorpromazine 
nor had they histories of dermatitis. In addition, 
five volunteers who had neither received chlor- 
promazine nor had histories of adverse light- 
induced skin reactions served as controls. 

Each of the five patients who had chlorproma- 
zine-induced abnormal reactions to sunlight pre- 
sented a similar skin involvement. Liver function 
tests had been run on each of these five patients 
during the course of their chlorpromazine therapy, 
including the periods before and after their ab- 
normal reactions to sunlight. All test results were 
within normal limits for serum bilirubin, cephalin 
flocculation, thymol turbidity, cholesterol and 
cholesterol esters, alkaline phosphatase, and sul- 
fobromophthalein. 


Report of Cases: 
Case 1—A white woman, age 59, received 150 
mg. of chlorpromazine daily from April 14, 1954, 


Submitted for publication Feb. 23, 1956. 

From the Department of Dermatology (Dr. 
Donald M. Pillsbury, Director), University of 
Pennsylvania, School of Medicine. 

* Trade name, Thorazine, Smith, Kline & French 
Laboratories, Philadelphia. 
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The other — 


through Sept. 1, 1955. In July, 1954, she de- 
veloped an intensely pruritic, erythematopapular 
eruption on uncovered portions of her body, after 
exposure to intense sunlight at the seashore. The 
pruritus subsided 2 hours after the patient took 
cover and the eruption disappeared in 24 hours. 
Successive exposures to sunlight caused a re- 
currence of pruritus and eruption until autumn, 
when exposures to sunlight caused no skin re- 
action. The following summer, in July, 1955, sun 
exposure again caused intense pruritus and erup- 
tion. 

Case 2.—A 54-year-old white woman received 
150 mg. of chlorpromazine daily from Aug. 13, 
1953, through Sept. 1, 1955. She had no abnormal 
skin reactions after exposure to sunlight for the 
first four days of her stay at the seashore in 
July, 1954. On the fifth day, she developed a 
“burning itch” and an erythematopapular eruption 
on exposed, parts of her body. Pruritus subsided 
2 hours after the patient took cover; the eruption 
faded within 24 hours. Thereafter exposure to 
summer sunlight caused a recurrence of signs 
and symptoms. Winter sunlight in the following 
months did not cause any recurrence. In July, 
1955, after exposure to intense sunlight, she again 
developed pruritus and eruption. 

CasE 3.—A 40-year-old white man received 125 
mg. of chlorpromazine daily from Sept. 11, 1953, 
through Sept. 1, 1955. His history is similar to 
that of Patients 1 and 2: An erythematopapular 
eruption and intense pruritus after exposure to 
summer sunlight in 1954, freedom from symptoms 
during the following winter, and recurrences in 
the summer of 1955. 

Case 4—A 5l-year-old white woman received 
125 mg. of chlorpromazine daily from Oct. 8, 
1953, through Sept. 1, 1955. In 1954 she de- 
veloped severe pruritus and a papular eruption on 
those areas exposed to summer sunlight. She 
thought a sun-tan lotion might be the cause of 
the eruption and avoided its use. However, sub- 
sequent exposures in the summers of 1954 and 
1955 caused recurrences of the pruritus and erup- 
tion. She was free of signs and symptoms during 
the winter. 

Case 5.—A 49-year-old white woman received 
150- mg. of chlorpromazine daily from Dec. 11, 
1953, to Aug. 4, 1954. She developed pruritus and 
eruption following exposure to summer sunlight 
in 1954. However, in the summer of 1955, after 
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ULTRAVIOLET-CHLORPROMAZINE DERMATITIS 


chlorpromazine had not been taken for 11 months, 
she was able to tolerate intense sun exposure with- 
out abnormal reactions. 


To determine the cause of the pruritus 
and erythematopapular eruption in these five 
patients, they and the 10 other persons in- 
cluded in the study were exposed to ultra- 
violet light delivered to 2-cm.-square test 
sites on the upper back. A hot quartz mer- 
cury arc lamp was used as the light source. 
Exposures were graded from 1/5 to 10 
minimal erythema doses. 


Results 


There was no significant difference in the 
dose of ultraviolet light required to produce 
minimal erythema in any of the 15 subjects 
tested. None of them developed pruritus or 
erythematopapular eruptions in the test 
sites. 


Comment 


Only intense summer sunlight in areas 
relatively free of smoke or dust appeared to 
contain those rays necessary to induce der- 
matitis in the five photosensitive patients. 

_The ultraviolet spectrum of sunlight 
varies considerably according to season, lo- 
cation, time of day, day-to-day variations in 
atmospheric conditions, etc. As shown in 
the Chart, summer sunlight in New Jersey 
and Pennsylvania has a continuous spec- 
trum of ultraviolet radiation which extends 
to wave-lengths at least as short as 2968 A. 
in July, while the winter spectrum reaches 
only 3060 A. in January.’ Since the abnor- 
mal skin reactions appeared only in sum- 
mertime, it would seem that they were 
induced by ultraviolet rays of between 
approximately 3025 A. and 2968 A. 


ULTRAVIOLET LIGHT SPECTRA 


SUNBURN SPECTRUM 3100a° 


2900a° 





SUNLIGHT SPECTRA 
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QUARTZ-LIGHT SPECTRUM 
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Our experimental work appears to bear 
this out. Unlike natural sunlight, the hot 
quartz lamp emits a scattered line spectrum, 
and does not emit all the wave lengths found 
in the continuous spectrum of summer sun- 
light.* Thus the abnormal skin reactions in 
patients with chlorpromazine-induced der- 
matitis are probably due to certain emissions 
between 3025 A. and 2968 A., which the 
testing source does not contain. 


Summary and Conclusion 


Fifteen persons were studied in an at- 
tempt to determine what the light factor 
may be which causes dermatitis in some 
patients receiving chlorpromazine. Ten of 
the subjects were patients receiving chlor- 
promazine; five had histories of dermatitis 
induced by exposure to intense summer sun- 
light ; five had no such histories. Five per- 
sons who neither received chlorpromazine, 
nor were abnormally photosensitive, were 
studied as controls. 

All 15 subjects were exposed to ultra- 
violet light produced by a hot quartz mer- 
cury arc lamp. ‘There was no significant 
difference in the dose of ultraviolet light 
required to produce minimal erythema in 
any of the persons tested. None of them 
exhibited abnormal photosensitivity as a re- 
sult of these tests. 

Reactions of photosensitivity to chlorpro- 
mazine developed only on exposure to in- 
tense summer sunlight containing ultraviolet 
wave lengths of between approximately 
3025 A. and 2968 A. Since the patients did 
not react to hot quartz ultraviolet light, 
which lacks. this spectrum, it would seem 
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to confirm the supposition that it is this 
narrow band of light rays which inducec 
the skin reactions. 

Since these wave lengths are present only 
in summer sunlight, and since the skin in- 
volvement which they induce is transitory, 
photosensitivity resulting from chlorpro- 
mazine therapy need not be an indication 
for stopping the drug. However, in order 
to avoid possible photosensitivity reactions, 
patients taking chlorpromazine should be 
cautioned to avoid undue exposure to sum- 
mer sunlight. 

1930 Chestnut St. (3). 
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Lupus Erythematosus 


Enlargement of the Parotid Gland 


OSWALDO G. COSTA, M.D., Belo Horizonte, Brazil 


Treatises on dermatology make no men- 
tion of tumefaction of the parotid gland in 
association with lupus erythematosus. 
Kaposi ? is an exception, for in his ““Legons 
sur les maladies de la peau,” translated and 
annotated by Besnier and Doyon, we find 
the following: 

Patients suffering from lupus erythematosus 
suffer no inconvenience during the evolution of 
the affection except in cases of certain rare com- 
plications such as sub-maxillary adenitis, tume- 
faction of the parotid, or erysipelas. However 
there persist deformation of the face and alopecia 
of the beard and of the hairy scalp at the spots 
which were lesionated. 

According to our present knowledge, the 
erysipelas referred to by Kaposi! repre- 
sents erythema perstans faciei (Jadassohn). 

It must be pointed. out that Kaposi 
changed his name and that while he was 
still called Moritz Kohn* he wrote two 
articles on lupus erythematosus, in one of 
which he called attention to the fact of in- 
volvement of the parotid. 

Shearn and Pirofsky* studied 34 cases 
and stated: 

Chronic nonsuppurative parotitis was present 
in three patients. It was bilateral in two cases and 
unilateral in the third. The parotid glands were 
enlarged, firm, tender and painful in each case. 
A thorough investigation uncovered no apparent 
cause for this disorder. We are unaware of any 
reports in the literature of a similar occurrence. 
In one patient the parotitis had been present for 
five years and represented the chief complaint on 
admission to the hospital (Case 3). 

At a meeting of the Brazilian Society of 
Dermatology and Syphilography on Dec. 22, 
1954, Costa® presented two cases of lupus 
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erythematosus in which there was tumefac- 
tion of the parotids. 

Carneiro,® in his sixth observation on 
acute lupus erythematosus, states that on 
the following day the patient was restless 
and there followed marked tumefaction at 
the level of both parotids. 


Report of a Case 


Patient: Single woman, 28 years old, Brazilian, 
domestic servant, black, born at Desterro (State 
of Minas Gerais), residing in Belo Horizonte. 





Fig. 1—Lupus erythematosus. Tumefaction 
of the parotids and typical lesion of the face. 


Family and personal history: Nothing of in- 
terest to the present case. 

History of the present condition: The patient 
stated that she had been ill for six months. 

General examination: Nothing abnormal except 
marked tumefaction of both parotids, which were 
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firm, tense, and painful, even when not palpated 
(Fig. 1). Temperature: 37.8 C. (100 F). 
Dermatological examination: On the face and 
hands there were typical lesions of lupus erythema- 
tosus confirmed by histological examination (Fig. 
2). On the arms there were various nodules re- 
sulting from injections of oily bismuth. 
Laboratory examination: Hemosedimentation 30 
minutes—115 mm; 60 minutes—130 mm.; 190 
minutes—132 mm. Examination of urine: albumin, 
a few cylinders, and numerous pyocytes. Test of 
renal function (dilution): normal. Parasitological 
examination of the feces: negative. Search for 
L. E. cells in the peripheral blood: negative. 
Blood chemistry: total protein 6.8 gm. per 100 cc.; Fig. 2—Lupus. erythematosus. - Typical 
albumin 4.15 gm. per 100 cc.; globulin 2.65 gm. lesions on the hands. : say 
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Fig. 3—Massive lymphocytic infiltration of the stroma reaching the regions of the intra- 
lobular ducts. 


Fig. 4.—Massive lymphocytic infiltration. 
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LUPUS ERYTHEMATOSIS—PAROTID ENLARGEMENT 


Fig. 6.—Congestion of the blood vessels. 


per 100 cc. Hemogram: hemoglobin 13 gm. per 
100 cc.; red cells 3,750,000 per cu. ‘mm.; hemato- 
crit reading 36%; Global leukocyte count 2.200 
per cu. mm.; neutrophiles—rods 4% and seg- 
mented 38%; Eosinophiles 3%; basophiles 3%; 
monocytes 8%; lymphocytes 44%. 

Histological examination of the right parotid: 
Marked congestion of the blood vessels. Lympho- 
cytic infiltration of the stroma, at times in the 
form of very dense masses, following the course 
of the connective tissue septa as far as the level 
of the region of the small intralobular canals. 


Comment 


Tumefaction of the parotid associated 
with lupus erythematosus may be unilateral 
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Lymphocytic infiltration of the stroma. 
or bilateral. The gland is enlarged, firm, 
tender, and painful even when not palpated. 

Kaposi? believes that tumefaction of the 
parotid is a complication of lupus erythe- 
matosus. 

Shearn and Pirofsky* state that, in the 
cases observed by them, they could find no 
other cause to explain the tumefaction of 
the gland. 

In Carneiro’s case® tumefaction of the 
parotids appeared simultaneously with 
worsening of the patient’s general condition. 

Costa® stated, on presenting his cases to 
the Brazilian Society of Dermatology, that 
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the sufferers from lupus erythematosus 
showed tumefaction of the parotids, but he 
pointed out that he had no grounds for 
establishing a definite relationship between 
lupus erythematosus and the glandular con- 
dition. He pointed out, however, that the 
tumefaction and glandular pain regressed 
under the action of chloroquine — sulfate 
( Nivaguine). 

In the case reported in the present paper 
the glandular tumefaction and pain disap- 
peared simultaneously with the improvement 
in the patient’s condition under the action 
of cortisone. 

The histological examination of the pa- 
rotid gland in this case showed lymphocytic 
infiltration and marked congestion of the 
blood vessels. 

It appears to me that a careful study of 
the parotid swelling should be made in all 
types of lupus erythematosus. 
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Careful studies should be made in order 
to exclude other causes of parotiditis. 


Rua Ceara, 1991. 


REFERENCES 


1. Kaposi, M.: Lecons sur les maladies de la 
peau, traduites et annotées par E. Besnier et 
A. Doyon Paris, G. Masson, 1881, Vol. 2, Lupus 
erythémateux, p. 239. 

2. Kaposi, M. [Kohn, M.]: Zum Wesen und 
zur Therapie des Lupus erythematosus, Arch. 
Dermat. u. Syph. 1:18, 1869. 

3. Kaposi, M. [Kohn, M.]: Neue Beit-age zur 
Kenntnis des Lupus erythematosus, Arch. Dermat. 
u. Syph. 4:36, 1872. 

4. Shearn, M. A., and Pirofsky, B.: Dissemi- 
nated Lupus Erythematosus: Analysis of 34 Cases, 
A.M. <A. Arch. Int. Med. 90:790-807, 1952. 

5: Costa, O. G.: Eritematodes (Comments on 9 
Cases), An. brasil. dermat. e Sif., 30(3) :224, 1955. 

6. Carneiro, A. P.: On Diseases of the Col- 
lagen, Thesis, Rio de Janeiro, 1955, p. 158. 











UMI 


Eosinophilic Granuloma of Skin and Mucous 


Membrane 


Association with Diabetes Insipidus 


ROBERT B. KIERLAND, M.D.; JOHN G. EPSTEIN, M.D., and WALTER E. WEBER, M.D., Santa Rosa, Calif. 


The dermatologic disturbances associated 
with the group of conditions which includes 
eosinophilic granuloma,* Hand-Schiiller- 
Christian ¢ and Letterer-Siwe ¢ disease have 
been reviewed thoroughly elsewhere.§ 

The cutaneous findings in acute Letterer- 
Siwe disease are generally of a petechial, 
ecchymotic, or purpuric nature. Eruptions 
resembling seborrheic dermatitis have been 
noted, and even a necrotic, ulcerating 
angina of the oral mucosa has been reported 
in one case. The histologic picture is essen- 
tially the same regardless of the system 
involved, that is, skin, viscera, or bone. 

Approximately one-third of the patients 
with Hand-Schiiller-Christian disease have 
cutaneous lesions. These consist of papulo- 
pustular eruptions, seborrheic and purpuric 
lesions, bronze discoloration, and occasion- 
ally lipoid infiltration about the eyes and 
xanthumas, especially of the disseminate 
variety. 

Cutaneous alterations are rarely seen in 
association with eosinophilic granuloma of 
bone. However, granulomatous lesions with 
the same histologic structure as eosinophilic 
lesions of bone have been noted on the 
skin and mucous membranes with or with- 
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out classic skeletal findings.|| Recently the 
association of diabetes insipidus with the 
cutaneous and bony changes has been re- 
ported.f 

We are reporting four cases of diabetes 
insipidus with similar ulcerating lesions of 
skin and mucous membranes, in each of 
which microscopic examination of excised 
tissue revealed eosinophilic - granuloma 
(Figs. 1 to 3). In our fifth case only 
cutaneous features were noted. 

This paper has been limited to the par- 
ticular cutaneous lesions related to Hand- 
Schiiller-Christian disease, Letterer-Siwe 
disease, and eosinophilic granuloma of bone. 
These conditions have been frequently re- 
ferred to as “reticuloendotheliosis” and 
more recently as “histiocytosis X.”# Facial 
granuloma with eosinophilia and the allergic 
and lymphomatous processes associated with 
eosinophilic infiltration in the skin are not 
within the scope of this paper.* 


Report of Cases 


Case 1—A 39-year-old married woman, a Jew- 
ess, was first seen at the Mayo Clinic in June, 1938, 
because of severe polydipsia and polyuria of one 
week’s duration. General physical and neurologic 
examinations and studies of cerebrospinal fluid 
yielded nothing of significance. Roentgenograms 
of the chest and head were negative, and urine 
was normal except for specific gravity of 1.004 to 
1.006. She had mild hypochromic anemia. The 
diabetes insipidus was controlled by intranasal 
administration of posterior pituitary extract. 

When the patient returned eight months later, a 
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A 


Fig. 1—a (Case 1), Granulomatous vulvar lesions. b (Case 2), Vulvar ulcer. c (Case 3), 


Perianal lesions. d (Case 5), Vulvar lesions. 


small erosive, ulcerative lesion, which was bac- 
teriologically negative, was found on the labia 
minora. The symptoms of diabetes insipidus were 
still well controlled. Results of roentgenologic and 
other laboratory examinations were again within 
normal limits except for the mild hypochromic 
anemia. Since the vulvar lesions seemed to be 
of a nonspecific nature, the patient was dismissed 
with instructions to apply topical medication. 

She again returned in June, 1940, because of the 
unhealed labial lesions and scaling dermatitis of 
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the.ears and scalp. A similar erosive lesion was 
noted on the cervix uteri. The ulcers failed to 
respond to various topical applications, although 
the eruption of the ears and scalp cleared with the 
local application of antiseborrheic measures. Histo- 
logic examination of a specimen from the cervix 
revealed inflammatory tissue with scattered eosino- 
philes. Radium therapy was followed by evi- 
dence of slow healing ix the cervical lesion. Again 
bacteriologic studies were negative, and a Frei 
test showed no reaction. 





EOSINOPHILIC GRANULOMA—DIABETES INSIPIDUS 


Pe 
i. 


Fig. 2—a (Case 4), Inguinocrural le- 
sion. b (Case 4), Intergluteal and peri- 
anal ulceration. c (Case 2), Granuloma 
of hard palate. 
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Fig. 3—(Case 2).—Specimen from the hard palate. 
histiocytic cells is present. Eosinophiles are scattered throughout the section. In addition there 
is a large dark-staining area of pseudonecrosis with cellular debris and degenerated connective 
tissue elements (hematoxylin and eosin; X 100). b, The large histiocytes and eosinophiles are 
prominent. The edge of the necrotic area noted in Figure 2a is seen in the left lower periphery 
(hematoxylin and eosin; X 400). 


Granulomatous lesions developed gradually in 
the alveolar ridges and hard palate. By March, 
1941, the vaginal and cervical lesions had healed 
partially, and the vulvar erosions had cleared 
completely, but the oral involvement had 
progressed. Laboratory studies at this time 
were essentially normal except for a sedimenta- 
tion rate of 77 mm. in one hour (Westergren 
method). Studies of tissue from the oral lesions 
were repeatedly negative for bacteria, patho- 
genic fungi, and tuberculosis. 

The buccal lesions failed to respond to topical 
treatment and were painful to the extent that 
they interfered with eating. Microscopic study 
of tissue from these lesions revealed only in- 
flammatory granulation tissue. The patient was 
hospitalized and given repeated small blood 
transfusions and various supportive and topical 
forms of therapy. The ulcerative lesions per- 
sisted, and radium therapy was given to the 
hard palate and lower alveolar-ridge lesions. 

The vulvar lesions later recurred and pro- 
gressed to such an extent that vulvectomy was 
performed elsewhere in 1942 and a_ second 
surgical excision was done in 1943, 
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a, A diffuse infiltration of large 


The patient was seen at the clinic again in 
1944, at which time there were infected ulcera- 
tive areas in both axillae and a large foul- 
smelling, vegetative ulceration of the vulvar 
site. Erosive, vesiculopustular lesions were 
present in the inframammary regions,and on the 
upper lip. Routine laboratory studies and 
roentgendgrams of the chest and skull again 
were essentially negative. Bacterial and myco- 
logic studies were negative except for the usual 
saprophytic flora. The sedimentation rate of 
erythrocytes was 89 mm. in one hour (Wester- 
gren method). It was difficult to classify the 
disease entity, but one of the aphtha-like muco- 
cutaneous syndromes was considered. Later 
the mucocutaneous lesions had improved about 
60% from use of various topical applications, 
small transfusions of whole blood, penicillin, 
suramin sodium (Germanin) and supportive 
therapy. 

In December, 1945, vaginal hysterectomy was 
performed because of fibroids. Two weeks later 
vaginal pain developed, and the persistence of 
granulation tissue at the operative site was 
noted. The erosive lesions beneath the breasts 
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improved, but the scalp showed a diffuse crust- 
ing of a purulent nature, and there was a 
crusted oozing otitis externa on the right. A 
small ulceration developed in the perianal 
region. In general, however, the patient showed 
marked improvement over her. previous ad- 
mission. Except for the elevated sedimentation 
rate, results of laboratory studies were within 
normal limits. Again the dermatologic lesions 
responded relatively well to local therapy, and 
she was discharged to carry out treatment at 
home. 

The patient returned 11 months later with 
an exacerbation of the skin lesions which con- 
sisted of oozing and vegetative, intertriginous 
lesions, draining perivulvar and perianal sinuses, 
and atrophy of the scalp with areas of folliculitis. 
The otitis had ‘persisted, and roentgenologic 
studies of the mastoid region revealed complete 
cellular destruction on the right. Further 
laboratory studies were negative. Massive doses 
of penicillin were given, and mastoid surgery 
was perfornied on Nov. 18, 1946. Microscopic 
diagnosis of the removed tissue was eosinophilic 
granuloma. When the sections of tissue taken 
from the cervix in 1940 were reviewed again at 
this time, the lesion was interpreted as being eosino- 
philic granuloma. The postoperative course ‘was 
uneventful except for slow healing’ of the sur- 
gical site, and she was dismissed on Dec. 12, 1946, 
to carry on local treatment of the skin lesions 
at home. 

When the patient returned in May, 1947, the 
diabetes insipidus was still well controlled, the 
scalp lesions had become inactive, and the axillary 
lesions appeared to be regressing. There were 
ulcerating granulomatous lesions at the site of 
vulvectomy, and she complained of rectal pain on 
evacuation of feces. Microscopic examination of 
tissue from these ulcerated sites revealed eosino- 
philic granuloma. The sedimentation rate was 
still elevated, and the basal metabolic rate was 
—10%. Other laboratory findings were within 
normal limits except for a mild microcytic anemia. 

Penicillin therapy was reinstituted, and a course 
of therapy with nitrogen mustard (6.5 mg. daily 
for four days) was given. On dismissal 10 days 
later the ulcerated regions were improved. 

The patient was seen again in August, 1947, 
showing alopecia, scarring, crusting, and telangi- 
ectasia of the scalp, eczematoid eruptions in the 
inframammary and genitocrural regions, and an 
extensive, well-demarcated, ulcerating, granuloma- 
tous lesion of the perianal region. At this time 
the essential laboratory values were as follows: 
specific gravity of the urine 1.001; sedimentation 
rate 90 mm. in one hour (Westergren method; 
basal metabolic rate —30%; serum cholesterol 
305 mg. per 100 cc.; cholesterol esters 203 mg.; 


phospholipids 277 mg.; fatty acids 478 mg., and 
total lipids 783 mg. (all slightly above normal). 
She was taking 1% grains (0.1 gm.) of thyroid 
daily. This dose was increased to 3 grains (0.2 
gm.) daily. In addition multiple transfusions of 
whole blood, topical treatment as indicated, and a 
second course of nitrogen mustard were given. She 
improved and was dismissed with instructions to 
continue the topical and supportive treatment. 

In December; 1947, the patient died. Unfortu- 
nately we have no information as to the cause or 
the pathologic changes noted at that time. 

Case 2.—A 29-year-old married woman, of 
Scotch extraction, came to the clinic on Oct. 11, 
1950, because of ulcerative lesions on the vulva, 
gums, and hard palate of five years’ duration. 
fhese lesions were extremely painful and had been 
refractory to many types of local therapy, including 
roentgen therapy. 

Ten years previously, at the age of 19 years, 
diabetes insipidus had developed abruptly. This 
was well controlled by vasopressin (Pitressin). 
The ulcerative lesions had undergone exacerbations 
and remissions, but for the past year had been 
persistent. An eczematoid dermatosis had been 
present beneath the left breast for two years.. The 
menses had been irregular and scanty, occurring 
only three to six times per year. One month prior 
to admission infectious hepatitis with jaundice 
developed. 

Findings on general physical examination were 
essentially normal except for the well-defined, deep, 
ulcerative, indurated lesions of the hard palate 
(Fig. 2c), clitoris, and labia majora (Fig. 1b) and 
the eczematoid areas beneath the left breast. 

Laboratory findings on blood and urine were 
essentially normal except for the sedimentation rate 
which was 61 mm. in one hour (Westergren 


method). The sulfobromophthalein test showed 
6% retention. The basal metabolic rate was 
—8%. 


Roentgenologic examinations showed fibrosis of 
the upper lobes of both lungs with a Ghon com- 
plex in the right; a negative sella with rounded 
areas of rarefaction in the course of the lambdoid 
suture on the left with some surrounding bony 
reaction; a small area of rarefaction at the 
superior portion of the left parietal bone; an ir- 
regular area of destruction in the petrous portion 
of the left mastoid, and a normally functioning 
gall bladder. 

In order to verify the diabetes insipidus, admin- 
istration of vasopressin was stopped; five days 
later polyuria and polydipsia occurred and the 
specific gravity of the urine dropped to 1.005. 

Microscopic examinations of tissue from the 
hard palate and vulva_ revealed eosinophilic 
granuloma, and it was felt by the otorhinolaryn- 
gologists that the mastoid lesion was of a similar 
nature. Histologic study of a specimen from the 
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eczematous eruption in the inframammary region 
revealed nonspecific inflammatory tissue. 

Although one component of the typical triad, 
namely exophthalmos, was missing, it was our im- 
pression that the patient had MHand-Schiiller- 
Christian disease with eosinophilic granuloma. She 
was given 100 mg. of cortisone per day for 10 days 
with only minimal improvement. Then she was 
dismissed to the care of her home physician with 
instructions to take maintenance doses of. vaso- 
pressin. 

Since that time the patient has had exacerbations 
and remissions of her condition in spite of treat- 
ment with roentgen rays, cobalt bomb, aminosali- 
cylic acid, cortisone, and local applications. In 
March, 1954, she was given 1 mg. of triethylene 
melamine per day and has continued this for about 
18 months. In November, 1955, she had had no 
skin or mouth lesions for six months. 

Case 3.—A 42-year-old Jewish salesman entered 
the clinic in September, 1949, because of ulcers of 
the mouth and perianal region of nine years’ dura- 
tion. He had had diabetes insipidus for 20 years. 
This was well controlled with 0.75 cc. of posterior 
pituitary extract (Pitressin) daily. 

In 1940 he first noticed hypertrophy of the gums 
about the lower teeth. The palate and buccal 
mucosa were soon involved, and nontender, pain- 
less ulcers up to 0.5 cm. in diameter developed in 
these areas. Specimens from these sites were re- 
ported as “unclassified neoplasm” on microscopic 
study at this time. 

In 1941, and again in 1944, an anal fissure was 
removed surgically, and in 1945 roentgen therapy 
was used. In spite of this the fissure failed to heal 
and progressed gradually as granulomatous hyper- 
plasia. 

Examination at the clinic revealed a pale thin 
man with dermatologic lesions. He _ exhibited 
marked atrophy of the lower gums, scattered 
papules over the hard palate, several ulcerated 
lesions on the buccal mucous membranes, and a 
firm, indurated, readily bleeding, elevated, erythe- 
matous, eroded circumanal plaque with a rolled 
border (Fig. Ic). 

Histologic examinations of tissue from the 
perianal region and review of slides previously 
made of the oral lesions revealed eosinophilic 
reticulogranuloma with epithelial hyperplasia. 
Multiple cultures for deep mycoses, and guinea 
pig inoculations and cultures for Mycobacterium 
tuberculosis were negative. Direct smears and 
examination of the specimens were negative for 
the organisms of granuloma inguinale. Superficial 
cultures revealed Micrococcus pyogenes and Es- 
cherichia coli, which seemed to be secondary rather 
than primary contaminants. Results of basic 
laboratory procedures on urine and blood were 
within normal limits, as was the evidence in the 
roentgenograms of the pelvis, mandible, head, 
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chest, legs, and vertebrae. The Frei test and values 
for serum phosphate, calcium, alkaline phosphatase 
and proteins were all normal.. The sedimentation 
rate was reported as 22 mm. in one hour by the 
Westergren method. The tuberculin test was posi- 
tive. The ocular fundi were normal. Direct ex- 
amination of the perianal lesion was negative for 
Entamoeba. 

The patient was hospitalized and treated with 
sitz baths, roentgen therapy to the perianal and 
anal region, and antibiotics. The symptoms of 
diabetes insipidus continued to be well controlled 
by vasopressin. 

The perianal lesions which had not completely 
healed when he left the hospital became aggravated. 
He received further roentgen therapy elsewhere, 
and the problem has remained under control with 
occasional self-healing flare-ups. The oral lesions 
also have been well controlled with the aid of 
good dental care. 

This patient was presented before the Minnesota 
Dermatological Society * in September, 1949. 

Case 4.—A 50-year-old white housewife of 
German and Swedish extraction, first had symp- 
toms of diabetes insipidus in October, 1946. She 
came to the clinic in December, 1946, and was 
given posterior pituitary extract by nasal insuf- 
flation. When she returned in 1949, the diabetes 
insipidus was well controlled and no additional 
diagnosis other than obesity was made. By August, 
1952, she had gained 40 Ib. and had severe pyorrhea. 
An ulcer was first noted in the anal area at this 
time. Later other ulcers developed in the gluteal 
cleft, perineum, and vulva over the right crural 
fold. In May, 1953, she was hospitalized because 
of the severity of the problem. 

General physical examination revealed obesity, 
a presystolic murmur, Grade 1, which had been 
noted many times previously, and cutaneous lesions. 
The latter consisted of deep, well-defined, granu- 
lomatous ulcers involving the perianal, perineal, 
intergluteal, right labial, and crural regions (Fig. 
2a and b). In addition there was extensive granu- 
lomatous inflammation of the gingival areas as- 
sociated with sloughing of teeth. Examinations of 
the ear, nose and throat were negative. 

Laboratory findings were within normal limits 
except for fasting blood sugar of 252 mg. per 
100 cc.; glycosuria, Grade 4, and albuminuria, 
Grade 1. The specific gravity of the urine was 
1.030. The value for serum cholesterol was 267 
mg. and for total lipids 703 mg. per 100 cc. 
Bacteriologic and mycologic studies of the inflam- 
matory lesions were negative. Roentgen examina- 
tions of the chest, right hand, head, both mastoids, 
and the mandible were negative except for some 
linear fibrosis at the bases of both lungs. Micro- 
scopic examination of specimens of the perianal 
and right labial regions revealed eosinophilic 
granuloma. 
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Therapy was instituted for the diabetes mellitus 
and continued with pituitary extract for diabetes 
insipidus. The skin and oral lesions responded 
well to roentgen therapy. 

The granulomatous process recurred in Septem- 
ber, 1953, two months after dismissal, and has per- 
sisted to the present despite further irradiation 
and local medication. In addition, the patient has a 
severe psychiatric disturbance which has _neces- 
sitated care at a nursing home. : 

Case 5.—The patient was a girl, 2 years old. In 
March, 1952, an erythematous scaling dermatitis 
over the scalp and postauricular region, an edema- 
tous exudative eruption in the ears, and two small 
red papules on the labia developed. The scalp 
cleared after local treatment with penicillin. The 
vulvar and auricular lesions progressed despite 
local and systemic ‘treatment with antibiotics. 

When first seen at the clinic in December, 1952, 
the child had bilateral symmetrical ulcerating 
granulomatous lesions on the opposing labial sur- 
faces (Fig. 1d). Physical examination otherwise 
revealed only edema, pus, and crusting in the aural 
canals and mild scaling of the external ears. 

The blood was essentially normal. Urinalysis 
showed specific gravity of 1.030 to 1.032, albu- 
minuria, Grade 4; sugar, Grade 1; some granular 
casts, and a moderate amount of pus. The urine 
(uncatheterized) became normal within the next 15 
days except for persistent pyuria. The intracu- 
taneous tuberculin (PPD) test was negative. Pro- 
teus and Pseudomonas were cultured from the ears 
and vulva. Roentgenograms of the chest, skull, 
pelvis, and mastoid regions were negative. 

Biopsy from the labial lesions under general 
anesthesia on Dec. 12, 1952, established the diag- 
nosis of eosinophilic granuloma. 

The patient received local applications and 
roentgen therapy to the ears and vulva. She im- 
proved and was dismissed 15 days later. However, 
she returned in February, 1953, because of recur- 
rence of the vulvar granuloma with extension into 
the perineum'of one week’s duration. Microscopic 
study of tissue from the aural region at this time 
showed a nonspecific granuloma. 

Local applications and roentgen therapy were 
given to the vulva and the perineum again. 
Roentgenologic studies of the chest and skull were 
negative, and the blood and urine were normal ex- 
cept for mild pyuria. 

Examination one year later was essentially nega- 
tive. The patient had received radiation therapy to 
the ears elsewhere. 

In October, 1954, she returned because of pain 
in the head. A thorough examination, including 
ear, nose, throat, teeth, and bony skeleton, re- 
vealed no recurrence of the eosinophilic granuloma. 
Again results of laboratory studies were normal, 
including the specific gravity of the urine. 


Since that time the patient has had no skin 
changes other than a mild seborrhea of the scalp. 
When she was last heard from in November, 1955, 
urine was normal with a specific gravity of 1.030. 


Comment 


The clinical changes were similar and 
consisted of ulcerating granulomatous le- 
sions involving the skin of the inguinal, 
perianal, perineal, and vulvar regions and 
buccal mucous membrane. The anogenito- 
crural and oral regions were involved in 
the first four cases and the vulvar region 
only in the last case. The diagnosis of 
eosinophilic granuloma was made on tissue 
from these mentioned sites by microscopic 
examination. Diabetes insipidus was noted 
in four cases (Cases 1 to 4) and dermatitis 
of an inflammatory and seborrheic nature 
in three (Cases 1, 2, and 5). In two cases 
(Cases 1 and 2) skeletal changes resembled 
those of eosinophilic granuloma and Hand- 
Schiiller-Christian and Letterer-Siwe dis- 
eases. The second and fourth patients had 
evidence of fibrotic pulmonary changes in 
the roentgenograms. No pathologic study 
was done, and their significance is unknown. 
However, fibrotic pulmonary changes have 
been noted in this group of diseases. 

Therapy consisted of general supportive 
measures, anti-inflammatory applications, 
and antibacterial regimens when necessary. 
In addition roentgen therapy was utilized 
as a more or less specific treatment. Re- 
ports on the efficacy of this approach have 
been presented.t Two patients (Cases 3 
and 5) exhibited much improvement; how- 
ever, one has had a mild recurrence. Two 
patients (Cases 1 and 4) did get some 
transitory relief, but the treatment at best 
was only palliative. 

Blahd, Levy and Bassett *’ considered 
cortisone of some value in improving the 
patients’ general conditions. Others have 
noted some benefit from the corticosteroids 
and corticotropic hormones in various as- 
pects of these problems. One patient 


+ References 24 and 30 to 32. 
t+ References 33 to 36. 
§ References 31 and 38. 
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(Case 2) received a short course (10 days) 
of cortisone with no benefit. 

Surgical treatment was employed at one 
time or another in two of the cases without 
benefit. One received nitrogen mustard 
with no relief. Another received triethylene 
melamine therapy elsewhere with apparent 
excellent results. 

Vasopressin was effective in controlling 
the diabetes insipidus of all four patients 
afflicted. 

Eosinophilic granulomas of the bones 
with mucocutaneous lesions similar to those 
in our cases have been reported in the last 
few years,|| and more recently diabetes in- 
sipidus has been reported in association with 
this clinical picture. McKay, Lewis, and as- 
sociates [| and we have found diabetes 
insipidus in older than usual patients. Their 
cases were much like ours. In addition, the 
diuretic problem preceded the cutaneous 
changes in four of our patients. 

The delineation of eosinophilic granu- 
loma, Letterer-Siwe and MHand-Schiiller- 
Christian diseases into separate entities has 
become more and more difficult with recent 
discoveries. Many have stated that these 
conditions represent variations of a single 
pathologic process.# Lichenstein suggested 
“histiocytosis X” as an over-all term. He 
stated that since the primary cell involved 
is histiocytic in nature, the term “reticu- 
loendotheliosis” is not accurate. In addition, 
this latter term indicates reticuloendothelial 
proliferation of any cause. 

We believe that our cases represent a 
chronic form of this problem of “histio- 
cytosis X’ showing localized extraskeletal 
and, in two cases, skeletal evidence of 
eosinophilic granuloma. Four of our pa- 
tients had diabetes insipidus, which indicates 
a relationship to the disseminated, that is, 
the Hand-Schiiller-Christian, variety of this 
disease. 

Histologic Findings 

The histologic studies of the specimens 
from the vulva, perianal region, buttock, 

|| References 13, 14, and 18 to 23. 


{ References 17 and 24. 
# References 17, 27, and 39 to 44. 
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buccal mucosa, and in Case 1 from the 
right ear and cervix showed similar condi- 
tions in all our cases. These changes paral- 
leled those noted in cases of eosinophilic 
granuloma of skin and bone presented pre- 
viously in the literature (Fig. 3a and Db). 

The epidermis, when it was present in 
the specimens studied, usually showed 
canthosis, spongiosis, and ulceration. The 
dermal infiltrate was composed chiefly of 
large mononuclear cells, sometimes with 
indistinct cell boundaries and indentation of 
the nuclei. They were arranged in compact 
masses or loose aggregations in a reticulated 
meshwork of pink-staining material. Mini- 
mal phagocytosis was noted, and some giant 
cells were seen. Eosinophiles were abundant 
in all cases, and some polymorphonuclear 
neutrophiles and lymphocytes were present, 
though to a much less degree. Extravasa- 
tion of red blood cells was a constant fea- 
ture. 

Areas of pseudonecrosis with cellular 
and cohnective-tissue degeneration were 
especially prominent in lesions in the ear in 
Case 1, in the hard palate in Case 2, and 
in the vulvar ulceration in Case 5. These 
areas of pseudonecrosis serve to. differen- 
tiate this condition from other conditions 
showing eosinophilic infiltration of the skin. 

Fat has been noted in some of the lesions 
of this “histiocytosis X” group of diseases, 
more commonly in the older lesions of the 
Hand-Schiiller-Christian variety. In Case 1 
studies of frozen fat revealed depositions of 
fatty material in the infiltrates of the sec- 
tions from the right mastoid in 1946 and 
the buttock and vulvar lesions in 1947. 


Summary and Conclusions 


Five cases are reported in which there 
were characteristic, deep, sharply delineated, 
ulcerated, granulomatous lesions of the an- 
ogenitocrural and oral regions with the 
microscopic picture of eosinophilic granu- 
loma. Two patients had skeletal lesions, 
and four of the five had diabetes insipidus. 
Eczematoid seborrheic eruptions were noted 
in three of the cases. 
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The laboratory studies were not of diag- 
nostic significance except for the low spe- 
cific gravity of the urine. Treatment 
included supportive, anti-inflammatory, and 
antibacterial measures. Roentgen therapy 
and in one case triethylene melamine treat- 
ment proved to be of the most value. 

These patients seemed to have character- 
istic disturbances which belong to the 
disease group including eosinophilic granu- 
loma, ,Hand-Schiiller-Christian disease, and 
Letterer-Siwe disease and add to the evi- 
dence for a common basic process for these 
entities. 
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An Appraisal of Hyalinosis Cutis et Mucosae 


CARL W. LAYMON, M.D., and ELMER M. HILL, M.D., Minneapolis 


Hyalinosis cutis et mucosae is a rare 
disease which is recognized by dermatolo- 
gists and some laryngologists but apparently 
not well known by physicians in other spe- 
cialties. Hoarseness and dyspnea caused 
laryngologists to become interested in the 
disorder. The first case was reported by 
Siebenmann (1908) as “generalized hyper- 
keratosis of the skin with involvement of 
mucosa.” Lutz (1922) and Roéssle (1927) 
designated similar cases as “naevus ichthy- 
osiformis” and “hereditary progressive 
pachydermic dystrophy.” Wiethe (1924, 
1927) reported six cases. Urbach (1929) 
stated that the disease was a disturbance of 
lipoid metabolism and named it “lipoidosis 
cutis et mucosae.” He subsequently (1932) 
changed this appellation to “lipoid pro- 
teinosis.” Tripp (1936) reported the first 
case in the United States, followed by Wise 
and Rein (1938), Montgomery and Havens 
(1939), Wile and Snow (1941), Sulzberger 
(1942), Ramos e Silva (1943), Price and 
his associates (1947), Lower (1948), 
Thannhauser (1949), and Tompkins and 
Weinstein (1954). In Europe, additional 
cases were reported by Memmesheimer 
(1937), Hansen (1937), Bazex (1939), 
and Touraine (1940). The latter thought 
that lipoid proteinosis was a congenital dis- 
order of lipoid metabolism related to 
xanthoma tuberosum,  Schiiller-Christian 
disease, and other lipoidoses (Niemann- 
Pick, Gaucher, and Birger-Griitz). Lundt 
(1949) first used the term hyalinosis cutis 
et mucosae. Studies by Fritz and asso- 
ciates (1950), Holtz and Schulze (1951), 
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Braun and Weyhbrecht (1952), Schwab 
and Braun (1952), Weyhbrecht and Kort- 
ing (1954), Batschwaroff and his co-work- 
ers (1955), and Hanig and Kramer (1955) 
indicated that the disease is probably a dis- 
turbance of protein rather than fat metab- 
olism. 


Clinical Features 


The color of the skin may be like that of 
old ivory. The lesions are yellowish-white, 
round, discrete or confluent papules, which 
vary in size. They are usually present on 
the face, neck, hands, and the eyelids, where 
the arrangement gives a beaded appearance. 
In some cases crusted lesions develop on 
the face and upper portions of the extremi- 
ties and may follow pustular or bullous 
lesions, as noted by Bazex and Wise and 
Rein. This phase of the eruption may sim- 
ulate papulonecrotic tuberculid and results 
in varioliform scars. In some cases, verru- 
cous plaques were seen on the knees, elbows, 
hands, and feet. 

Mucosal lesions have been present in all 
cases. The tongue, lips, buccal cavity, 
pharynx, and larynx are especially affected. 
The tongue has a firm, woody consistency 
and may be so involved that protrusion is 
impossible. The surface is smooth and the 
papillae are atrophic owing to infiltration 
and scarring. The lips may be studded with 
small, yellow nodules or diffusely involved. 
Radiating fissures may be present at the 
angles of the mouth. Nodules and plaques 
occur on the gums, the floor of the mouth, 
the soft palate, the uvula, and on the fren- 
ulum of the tongue. Involvement of the 
pharynx may cause dysphagia. Infiltration 
of the vocal cords produces hoarseness, and, 
in some cases, this interferes with breath- 
ing. Lesions on the rectal and genital mu- 
cous membranes have been observed. 
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Alopecia of the scalp has been noted by 
several observers. The beaded infiltrations 
on the borders of the eyelids may cause loss 
of the eyelashes. Patchy alopecia is some- 
times seen on the bearded areas in males 
because of varioliform scars. 

In hyalinosis cutis et mucosae dental ab- 
normalities are frequently present, such as 
aplasia or hypoplasia of the lateral upper 
incisors. 

In a few cases, roentgenograms of the 
skull have shown abnormalities within the 
cranium. In Crawford’s case (cited by 
Thannhauser) there was calcification c’ the 
tentorium. The patient had numerous epi- 
leptiform seizures. In the case of Ramos e 
Silva, peculiar formations were found near 
the posterior clinoid processes, which were 
considered to be calcified folds of the dura 
mater. 

The possibility of visceral involvement 
was suggested by Bazex, who found pecu- 
liar perivascular infiltrations in an ectopic 
testicle which was removed surgically. 
Urbach mentioned that infiltration in the 
pancreas might be responsible for latent or 
actual diabetes which has been noted in 
some cases of hyalinosis cutis et mucosae. 
Sulzberger reported involvement of the pa- 
rotid glands. He believed that the recurrent, 
painful swellings were due to an occlusion 
of the parotid duct. Similar observations 
were made by Price, LaRosa, and Settle. 
Wile and Snow noted hepatic damage as in- 
dicated by the sulfobromophthalein test. 
Price and his co-workers made a similar 
observation. 

Several workers found that more than 
one member of a family had the disease. 
This is exemplified by two families which 
were studied by Urbach and Wiethe and 
the family which was discussed by Wise 
and Rein. Parents are often consanguine- 
ous. 


Histologic and Histochemical Features 


There are no constant or remarkable epi- 
dermal abnormalities in hyalinosis cutis et 
mucosae. Sections from smooth papules 
may show thinning of the epidermis and 
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absence of papillae. In contrast, hyperkera- 
tosis and acanthosis are found in sections 
from verrucous, hypertrophic plaques. The 
corium is permeated by a homogeneous, 
structureless material which usually does 
not extend to the basal layer but is sepa- 
rated from it by a zone in which there is 
no evidence of infiltration. Lacunae are 
frequently seen throughout the infiltrated 
cutis. The corium is rich in blood vessels, | 
and in many of the small ones there is 
hyaline material which seems to compress 
the intimal cells, and there are mantles of 
the same substance around them. The hair 
follicles and the sweat and sebaceous glands 
may be surrounded by amorphous material. 
The process of hyalinization destroys both 
the elastic and the collagenous fibers in the 
areas which are affected. According to most 
observers, the elastic fibers disappear first 
and are followed by the collagenous ones. 
In sections stained with hematoxylin and 
eosin the material appears uniformly pink. 
It is stained yellowish red by Sudan III. 
The color is entirely different from the 
bright scarlet stain of lipoids in ordinary 
xanthomas. The Nile blue sulfate, Ciaccio, 
and Smith-Dietrich stains for lipoids are 
also positive. In hyalinosis cutis et mucosae 


there are no foam cells and there is no 


evidence of necrosis. Inflammatory and/or 
foreign-body reactions are rare, although 
Gerth and Fliegel reported tiny granulomas 
in the cutis and in the intimae of the cu- 
taneous arteries. ; 


Urbach found that part of the infiltrating 
material was soluble in hot acetone and hot 
dehydrated alcohol. He assumed that the 
rest was a protein to which the fat was 
bound. The chemical analysis of tissue by 
Wile and Snow showed that only a rela- 
tively small proportion of the infiltrate was 
actually composed of lipoid. There was, 
however, a moderate increase in the total 
lipoids. The proportions which were pres- 
ent as cholesterol and as phosphatides were 
within normal limits. Montgomery and 
Havens and Ramos e Silva found an in- 
crease in the phosphatide fraction of the 
involved skin in chemical determinations. 
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In contrast, Price, LaRosa, and Settle found 
no increase in the phosphatide fraction. The 
total percentage of lipoids and phosphatides 
in wet tissue was lower in the diseased skin 
than in that of normal controls. There was 
a slight increase in the cholesterol content 
of the lesions and a greater increase in the 
cholesterol percentage of the total lipoids 
as compared with that in their controls. In 
comparing the analyses of various observers 
there are wide discrepancies, and it can 
readily be seen that the values given for 
normal skin present wide ranges. Price, 
LaRosa, and Settle stated that the standards 
accepted by Ramos e Silva and Montgomery 
and Havens for the phosphatide percentage 
of normal skin were much higher than those 
which they found. They felt that different 
methods of analysis might account for these 
discrepancies, thus making it difficult to 
compare the results. 


Laboratory Findings 


In some cases of hyalinosis cutis et 
mucosae relative and absolute increase in 
the plasma lecithin has been reported. The 
analysis of the fatty constituents of the 
blood which was made by Wise and Rein 
showed little departure from normal. Wile 
and Snow found that the blood lipoids were 
normal except for the phosphatides, which 
were increased. Tripp, Montgomery and 
Havens and Lundt noted an elevation of the 
phosphatide fraction of the serum. Fritze 
and his co-workers stated that in most cases 
of hyalinosis cutis et mocosae there is no 
constant hyperlipemia. 

The latter observers, by means of electro- 
phoretic studies, found a disturbance in 
blood proteins consisting of an increase of 
the as- and y-globulins and, to a less extent, 
the B-globulins. There was also a diminu- 
tion in the albumin. Holtz and Schulze, 
Braun and Weyhbrecht, Schwab and Braun, 
Weyhbrecht and Korting, and Hanig and 
Kremer made similar observations. 

Alimentary glycosuria and abnormalities 
in the glucose tolerance have been noted by 
Two sisters described 


by Urbach had latent diabetes. The parents 
of Tripp’s patient showed a diabetic ten- 
dency. In contrast, however, Wile and 
Snow found that the fasting blood sugar 
content was low and the dextrose tolerance 
test showed a distinctly flat curve. 


Report of a Case 


A white woman aged 57 was first seen by us in 
December, 1953, while she was under observation 
in the Minneapolis General Hospital because of 
convulsive seizures. 

The patient said that she had been hoarse all 
her life. When she was 14, several small, yellow 
lesions appeared on her eyelids. At the age of 16 
her left parotid gland became acutely swollen on 
several occasions. The swelling was followed by 
abscess formation and spontaneous drainage. She 
was hospitalized in 1915, and a diagnosis of tuber- 
culosis of the vocal cords was made. Papular 
lesions appeared in her axillae at the age of 51. 
The patient’s father died of “arthritis and old 
age.” Her mother and one brother are alive and 
well. Another brother died of “stomach ulcers.” 


. There was no history of diabetes, hoarseness, or 


cutaneous disease in the patient’s family. Her 
first admission to the Minneapolis General Hospital 
was on Oct. 26, 1951, because of a convulsive 
seizure. At that time laryngoscopic examination 
showed thickened vocal cords, and an irregular, 
cauliflower-like enlargement of the proximal end 
of the epiglottis was noted. Routine laboratory 
studies showed normal findings. The basal meta- 
bolic rate was —26 and the blood cholesterol 272 
mg. per 100 cc. The spinal fluid and glucose 
tolerance tests were normal. The patient was dis- 
charged from the hospital on diphenylhydantoin 
(Dilantin), phenobarbital, and thyroid therapy. 
She was readmitted to the Minneapolis General 
Hospital on Dec. 4, 1953, because of a psychomotor 
disturbance. 

General physical examination was normal except 
for the skin and mouth. The skin had a yellowish- 
white, waxy appearance. The hair was thin and 
dry, and the eyebrows were sparse. There were 
numerous, yellowish-white, translucent papules on 
the margins of the eyelids, and larger lesions were 
present on the inner surfaces of the lips, buccal 
mucosa, soft palate, posterior portion of the 
pharynx and tongue. The latter was thickened, 
limited in motility, and could not be completely 
protruded. There were small, papular, verrucous 
lesions in the axillae. 

Roentgenograms of the chest, upper part of the 
gastrointestinal tract, and the long bones were 
normal. Roentgenograms of the skull showed bi- 
lateral calcifications which were apparently located 
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Fig. 1.—Lesions on the 
eyelids giving a beaded 
appearance. 


Fig. 2.—Diffuse infil- 
tration of the tongue 
may interfere with pro- 
trusion. 


Fig. 3.—Discrete, yel- 
lowish-white papules in 
the axilla. 
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in the falx cerebri. A barium study of the colon 
showed numerous diverticuli in the sigmoid por- 
tion. An electroencephalogram showed a “left 
temporal lobe spike.” A  pneumoencephalogram 
was normal. The electrocardiogram showed a first- 
degree AV block. The basal metabolic rate on two 
occasions was —11% and —10%. A complete 
blood count and an examination of the urine were 
normal. Serologic tests for syphilis were negative. 
Spinal fluid examination, glucose tolerance tests, 





Fig. 4—Masses of homogenous material in the 
cutis (hematoxylin and eosin; reduced slightly 
from mag. X 35). 


and a bone marrow examination were all normal. 
The blood urea nitrogen was 12 mg., calcium 9.4 
mg., and phosphorus 3.6 mg. per 100 cc. The sedi- 
mentation rate was 33 mm. in one hour. Liver 
function tests were normal. 

In our patient, many sections were examined 
from lesions of the tongue, tonsil, eyelid, and 
axilla. These were stained with hematoxylin and 
eosin, Sudan III, and methylrosaniline chloride 
(methyl violet). The Giemsa, van Gieson, amylase 
digestion, and Hotchkiss-McManus methods were 
also used. The histologic findings corresponded 
with those of other observers which have been 
described earlier in this paper. Tissues from the 
tongue and axilla which were stained with methyl- 
rosaniline chloride were negative for amyloid. The 
hyaline material was shown to be a polysaccharide 
by means of amylase digestion followed by the 
Hotchkiss-McManus stain. 





Comment 


Many theories have been advanced to 
explain the pathogenesis of hyalinosis cutis 
et mucosae. The following questions must 
be considered: Is it a disorder of fat 
metabolism, protein metabolism, or both? 
What is the significance of latent or actual 
diabetes? Is there any connection between 





Fig. 5.—Destruction of elastic fibers in the in- 


filtrated areas (Giemsa; reduced slightly from 


mag. 


hyalinosis cutis et mucosae and porphyria? 
Is there a relationship to systematized 
amyloidosis? How important is the role 
of heredity and consanguinity of parents? 
Is hyalinosis cutis et mucosae related to 
systemic _reticuloendothelial granuloma 
(eosinophilic granuloiia of bone, Letterer- 
Siwe disease, and Schiiller-Christian dis- 
ease), xanthoma tuberosum and 
disseminatum, and the lipoidoses described 
by Niemann-Pick, Gaucher, and Biirger- 
Gritz? Finally, does liver damage play a 
role in the pathogenesis? 

The term lipoid is a generic name applied 
to all the substances in the body which in 
their general and chemical properties, and 
especially their solubility, resemble fats, 
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TABLE 1.—Classtfication of Lipoids 








General Group 


1, True neutral fat (glycerin esters) ............-.-.--.---------- 
II. Cholesterol and cholesterol esters..-_......-...-.------------ 


Individual Example 
ee SURES ETE FE in perch Glycerin and fatty acid 


General Chemical Composition 


Cholesterol and fatty acid 


III. Lipids 
1. Phosphatides 
Bs. WOeAtree ce oe ae Lecithin and cephalin_---.-.- vee as glycerin; phosphoric acid; 
fatty aci 
Ty OUR i es ce eS Se Sos Se Sphingomyelin____.....--.--. Organie base; phosphoric acid; fatty 
ac 
BA Cerepninaes. ee ee ee Phrenasin and kerasin_-.-_--- Organic base; galactose; fatty acid 





which in turn are derived from various 
fatty acids and glycerin. A classification of 
lipoids compiled from various sources is 
given in Table 1. 

The term lipid, as adopted at the Inter- 
national Congress of Chemistry in 1923, 
was intended to designate only phosphatides 
and cerebrosides, ‘although Schaff and Wile 
have since applied it to the total of all fat- 
like components of tissues or blood that are 
soluble in ether and alcohol (total lipoids). 

Histochemical methods, however, have 
only a limited value in differentiating the 
lipoids which may occur abnormally in the 
tissues. Kutschera-Aichbergen concluded, 
after exhaustive experimentation, that the 
color characteristics of a certain chemically 
pure isolated lipoid cannot always be 
brought out in the same way in the tissues, 
where there is usually a mixture of lipoids 
and where the staining reactions can be 
influenced by substances in the cell proto- 
plasm near the lipoids. A lipoid which 
shows a definite staining property in the 
pure state can show a changed stain reaction 
or a lack of stain reaction in the tissues. 
Thus one cannot say positively that a defi- 
nite lipoid is present in the tissues because 
of a color which coincides with that obtained 
with the same stain of the same lipoid in 
the pure state. Heuck * expressed the belief 
that precision with differential staining in 
extraction methods is impossible. 


* Heuck, cited by Balbi. 


Table 2 shows the results to be expected 
in fractional lipoid extractions. 

As aforementioned, Urbach’s histochem- 
ical studies showed that the infiltrated mate- 
rial in hyalinosis cutis et mucosae was 
soluble in boiling acetone and in hot dehy- 
drated alcohol in contrast to xanthomatous 
deposits of cholesterol, which are soluble in 
hot alcohol but not in hot acetone. Thus he 
assumed that the substance contained phos- 
phatides. Holtz and Schulze stated that the 
deposition of lipoids in the skin does not 
necessarily indicate that there is a disturb- 
ance of the fat metabolism. They also 
mentioned that hyalinosis is usually missing 
in diseases characterized by hyperlipemia, 
such as_ hepatosplenomegalic lipoidoses 
(Birger-Griitz) and xanthoma  diabeti- 
corum, Holtz and Schulze believed that the 
specificity of the deposited fat, as assumed 
by Urbach, has not been proved since anal- 
yses of the fat contained in the serum 
and in the tissues differ widely. Price, 
LaRosa, and Settle emphasized the discrep- 
ancies in the results of chemical analyses 
of tissues and indicated that normal values 
are variable. Different types of analyses 
increase the difficulty of comparison. 

As indicated previously there are no uni- 
form abnormalities in the blood lipoids in 
hyalinosis cutis et mucosae. The serum of 
our patient was studied by means of the 
lipoid turbidity test of Kunkel, Ahrens, and 
Eisenmenger. This method was used _ be- 


TABLE 2.—Results in Fractional Lipoid Extractions 








Solvent Lipoids Extracted Lipoids Not Extracted 
Foss SEGRE pe seR Dong oi Uy cea Bh suite wo Neutral fat, cholesterol esters, acetone-soluble Unsaturated and saturated phospha- 
phosphatides, fatty acids tides and cerebrosides 
PMN Sosschiantcek aces wibsauaek caaceibek Unsaturated phosphatides_.......--..--..-------- se phosphatides and cerebro- 
: sides 
MRMOIIGS BOONE Sie os oss Saturated phosphatides and cerebrosides 
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cause it is felt that the previous mg. per 
100 cc. determination is grossly inaccurate. 
The value for total lipoids was 42 units 
(normal: 16 to 30 units). Thz cholesterol 
in the serum was 272 mg. per 100 cc. (nor- 
mal: 150 to 300 mg.). The phospholipids 
were 14.8 mg. per 100 cc. (normal: 9-10 
mg.). It is obvious that there was an abso- 
lute increase in both the total and phospho- 
lipids. 

Because of the wide variation in staining 
and extraction techniques, studies of the 
lipoid content of the blood, and actual chem- 
ical analysis of the skin, it is obvious that 
far-reaching deductions cannot be made as 
to whether or not hyalinosis cutis et mu- 
cosae is primarily a disorder of the lipoid 
metabolism. 

The study of the serum proteins has im- 
proved since the advent of new methods, 
such as electrophoresis, ultracentrifugation, 
and alcohol fractionation. The term dyspro- 
teinemia is used to denote a quantitative dis- 
proportion between the different types of 
proteins in the serum, while paraprotein- 
emia indicates the appearance of proteins 
which are normally not found in the blood. 
The term heteroproteinemia was proposed 
by Randerath to combine dys- and para- 
proteinemia, but is generally not accepted. 
Dysproteinemia is a frequent pathologic 
occurrence and may be a sign of a defense 
function, a disturbance in the formation of 
proteins, a major loss of protein because 
of kidney disease, or finally, a disturbance 
of the resorption of proteins. 

Holtz and Schulze thought that hyalinosis 
cutis et mucosae was related to a disturb- 
ance of both the fat and the protein metab- 
olism. The latter was suggested by 
electrophoretic studies of the serum. They 
thought that possibly the disturbance of 
protein metabolism was related to the endo- 
crine system. Lever stated that electropho- 
retic patterns are of no diagnostic value but 
reflect the patient’s reaction to his disease. 
Braun and Weyhbrecht believed that hya- 
linosis cutis et mucosae should be regarded 
as a paraproteinosis on the grounds of 
morphologic and _ histochemical _ studies. 





They regarded the deposition of lipoids as 
an incidental finding. In their patient elec- 
trophoretic studies showed an increase of 
the a- and y-globulins and an increase of 
the elimination of amino acids, especially 
tyrosine, in the urine. Schwab and Braun 
concluded that hyalinosis cutis et mucosae 
is related to a congenital abnormality of 
protein metabolism. Weyhbrecht and Kort- 
ing postulated that there is a disturbance of 
circulation in the terminal blood vessels of 
the skin in hyalinosis cutis et mucosae. Be- 
cause of an increased permeability of the 
capillaries there is a transudation of pro- 
tein substances into the tissues. These 
workers believed that the deposition of 
lipoids (sometimes slight and sometimes 
moderate) in the hyalinized connective tis- 
sues is secondary. Greither expressed the 
same view. Hanig and Kremer concluded 
that hyalinosis cutis et mucosae depends 
either primarily or secondarily on a dis- 
turbance of the protein metabolism. They 
found an increase in the globulin fractions 
of the serum and a diminution of the albu- 
min by means of electrophoretic studies. 
Gerth and Flegel noted an increase of the 
@2- and y-globulins and on some occasions 
the 8-globulins, which was not influenced 
by cortisone over a period of six weeks. 
Gerth and Flegel concluded that electropho- 
retic examination of the serum is important, 
and though the findings are interesting, a 
disturbance of protein metabolism should 
be regarded as a symptom of the disease 
rather than its cause. In various works the 
normal values are presented differently ; this 
explains the difficulty in comparing the re- 
sults. The electrophoretic protein analysis 
in our patient is shown in Table 3. 

The Spinco method was used, which was 
obtained commercially through the Specialty 
Instrument Corporation of Belmont, Calif. 
Obviously all of the values were within 
normal limits and gave no support to the 
theory that hyalinosis cutis et mucosae is 
related to a disturbance of the protein 
metabolism. 

In some cases there has been a tendency 
toward diabetes, as evidenced by tests for 
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TABLE 3.—Serum Protein Values 











In Patient, Normal, 
Component Gm./100 cc. Gm./100 ce. 
ities cee ieinarel ay auch 3.3 3.9 0.5* 
ax:-globulin.._..._..- 0.2 0.2 0.1 
azglob ORES tAt Sed Bala p te See Pan 0.5 0.6 0.1 
ee | AREER REC a Steen meee 0.9 0.9 Q2 
MUONS oe oi 0.9 1.1 0.3 
| San y Sepak TE 5.8 





* Standard deviation. 


blood sugar and glucose tolerance. Urbach’s 
suggestion that this is dependent upon an 
infiltration of hyalin material in the pan- 
creas seems logical. 

Lundt (1949) first mentioned a possible 
relationship between hyalinosis cutis et mu- 
cosae and porphyria. Batschwaroff, Bala- 
banoff, and Stojanoff studied eight cases of 
hyalinosis cutis et mucosae in which there 
was actinic sensitivity, manifested by ery- 
thema, edema, and vesiculation on the ex- 
posed parts. There were exacerbations in 
the summer and remissions in the winter. 
Technical difficulties prevented adequate 
study of their cases. The authors concluded, 
without attempting to minimize other fac- 
tors, that sunlight was important in the 
development of hyalinosis cutis et mucosae. 
The porphyrin studies on our patient were 
normal as shown in Table 4. 


TABLE 4.—Results of Porphyrin Studies 











Normal 
Values, 
In Patient, y/day +/day 
Urine coproporphyrin.-.-....... 296 
Urine uroporphyrin---_-.-..._.-- 28 30-50 
Porphobilinogen..............-- Negative Negative 
The mucosal lesions of systematized 


amyloidosis resemble those of hyalinosis 
cutis et mucosae. In March, 1940, at a joint 
meeting of the Chicago and Detroit Derma- 
tologic Societies, a case of atypical dissem- 
inated amyloidosis was presented. Belote 
suggested a diagnosis of “lipoidosis cutis et 
mucosae.” Wile and Snow stated later that 
this was the correct diagnosis, in spite of 
the fact that amyloid was also present. They 
mentioned that histologically the infiltrate 
appears similar, especially about the blood 
vessels. They concluded that the two dis- 
orders may overlap in certain respects. In 
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both diseases the infiltrating, amorphous 
material may be seen in and around the 
small vessels as well as in the interstitial 
tissues. The intravenous Congo red test for 
amyloid in our patient showed 48% absorp- 
tion of the dye in one hour, with none 
found in the urine. Normally, less than 
40% of the dye disappears from the blood 
in one hour and none is found in the urine. 
Since there is a fairly large percentage of 
error in the test, our results were probably 
normal. Neither the cutaneous nor the 
mucosal lesions were stained after the intra- 
venous injection of the dye. Nevertheless, 
it is possible that systematized amyloidosis 
and hyalinosis cutis et mucosae are related 
disorders. 

There seems to be no argument that 
hyalinosis cutis et mucosae is a genoderma- 
tosis. It is familial and, as aforementioned, 
is often related to consanguinity of the 
parents. Touraine stated that it is a heredi- 
tary disease based upon a Mendelian, reces- 
sive characteristic depending upon a single 
gene. 

A possible relationship between hyalinosis 
cutis et mucosae and various other disorders 
must be considered (systemic reticuloendo- 
thelial granuloma [eosinophilic granuloma 
of bone, Letterer-Siwe disease and Schiiller- 
Christian disease], xanthoma tuberosum 
and disseminatum, and the lipoidoses de- 
scribed by Nieman-Pick, Gaucher, and 
Birger-Griitz). The fact that foam or 
xanthoma cells are always présent in these 
diseases and absent in hyalinosis cutis et 
mucosae establishes the differentiation. Ad- 
ditionally, the clinical features are dissimilar 
in most instances. 

Impairment of liver function, as indicated 
by the sulfobromophthalein test, has been 
noted in some of the cases of hyalinosis 
cutis et mucosae. Wile and Snow’s patient 
showed a 35% retention of the dye after 30 
minutes. Price, LaRosa, and Settle reported 
much lower values of sulfobromophthalein 
retention (6%; 2.5% after 45 minutes), 
and, although all other-tests of liver func- 
tion were normal, they felt that the sulfo- 
bromophthalein values were of some 
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significance,. possibly indicating infiltrations 
in the liver. Montgomery and Havens and 
Tompkins and Weinstein found no evidence 
of hepatic dysfunction. Liver biopsies were 
also normal in the two patients of Tompkins 
and Weinstein. Liver function tests in our 
patient were normal (Table 5). Since only 


TABLE 5.—Results of Liver Function Tests 








Sulfobromophthalein 2% retention in 45 minutes 
Serum bilirubin 0, one minute and 0.2 total 
Serum alkaline phosphatase 12 King-Armstrong units 
Thymol turbidity 2 units 

Cephalin cholesterol 


0 
Prothrombin time 13 (control 13) 





a few of the patients with this disorder have 
shown some impairment of liver function, 
apparently this organ is involved infre- 
quently. 

Evidence of endocrine abnormalities in 
hyalinosis cutis et mucosae are usually 
absent. In most cases the basal metabolic 
rate has been normal. Our patient’s BMR 
was —26 in 1951. There was no evidence 
of myxedema. Thyroid was administered, 
and in 1953 the BMR was —10%. Re- 
cently her serum-precipitable iodine was 
1.4y/100 cc. iodine. The significance of 
reduced thyroid function in our patient is 
not clear, although involvement of the thy- 
roid with infiltrating material is a possi- 
bility. 

It seems to us that a congenital irritability 
or fragility of the terminal vessels is one 
of the basic features of hyalinosis cutis et 
mucosae. Both dysproteinemia and dyslipoi- 
demia may be symptoms of the disorder. 
In some cases dysproteinemia is the more 
prominent symptom and in other cases, 
dyslipoidemia. Because of the abnormal 
state of the capillary bed, lipoids and/or 
proteins transude from the small vessels into 
the surrounding tissues, finally destroying 
and replacing the elastic and collagenous 
fibers. 

There is no effective treatment. Tomp- 
kins and Weinstein (1954), however, re- 
ported improvement in some of the lesions 
following the administration of lipocaic. 





Summary 
1. Hyalinosis cutis et mucosae is a dis- 


ease which is characterized clinically by a 
polymorphous eruption of yellow papules, 
hyperkeratotic plaques, crusts, ulcers, and 
atrophic scars occurring especially on the 
face, elbows, and knees. 

2. The mucosal lesions consist of ycllow- 
ish-white infiltrations involving the mouth, 
pharynx, and larynx, giving rise to rigidity 
of the tongue, dysphagia, hoarseness, and, 
sometimes, severe dyspnea. 

3. Histologic examination shows that the 
cutis is permeated by an amorphous, struc- 
tureless substance which may be seen in the 
small vessels, as mantles around them, and 
throughout the tissues. The chemical com- 
position of this substance has been pro- 
nounced to be a combination of lipoid and 
protein. 

4. Dyslipoidemia and/or dysproteinemia 
is present in .ome cases. 

5. Hyalinosis cutis et mucosae may be 
regarded as a genodermatosis which is 
familial and may be related to consanguinity. 

6. A congenital irritability or fragility of 
the terminal vessels, with transudation of 
lipoids and proteins into the tissues is an 
acceptable hypothesis for the explanation of 
the composite picture of hyalinosis cutis et 
mucosae. However, it does not explain the 
pathogenesis or the underlying reasons why 
the altered blood vessels permit such a 
selective transudation. 
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The Etiology of Dermatophytosis 





Shift from Trichophyton Mentagrophytes to Trichophyton Rubrum, 1935-1954 


IRWIN L. MASKIN, M.D., Fair Lawn, N. J.; CLAIRE L. TASCHDJIAN, B.S., and ANDREW C. FRANKS, M.D., 


New York 


Most dermatologists have the impression 
that dermatophytosis due to Trichophyton 
rubrum has been increasing in recent years, 
while infections due to Trichophyton men- 
tagrophytes have been on the decrease.* 
The same observation was made by us in 
the Mycology Section of the New York 
Skin and Cancer Unit. Since the records 
of this Section are available as far back as 
1935, it seemed of interest, in view of the 
chronicity and resistance to therapy of T. 
rubrum infections, to obtain statistics con- 

-cerning this apparent shift in incidence 
from one etiologic agent to another. Our 
figures include those published from this 
institution by Montgomery and Casper ¢ 
in 1945 and 1946. 


Method 


On the average, 3500 patients are seen yearly in 
the Mycology Section, a representative cross sec- 
tion of the heterogeneous population of the New 
York area. Roughly 50% of these patients suffer 
from conditions other than dermatophytosis, such 
as tinea capitis, candidiasis, tinea versicolor, and 
various dermatoses not germuine to our study. 

. In the evaluation. of our material we considered 
only cases which were clinically diagnosed as der- 
matophytosis, under which term, following, and in 
addition to, Lewis’® definition, we included tinea 
barbae, tinea pedis, tinea unguium, tinea manus, 
tinea corporis, and tinea cruris. Diagnosis was 
made on the basis of the clinical picture presented 
by the patient, and was confirmed by laboratory 
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* References 1 to 4. 
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- agar. 


tests which comprised direct examination of scrap- 
ings from the lesions and cultures on Sabouraud’s 
We included cases which were variously 
diagnosed as “dyshidrosis,” “eczema,” “contact 
dermatitis,” etc., but which yielded positive smears 
and/or cultures. 

Not considered were tinea capitis, tinea versi- 
color, or cases clinically diagnosed as derma- 
tophytosis but proved by culture to be due to 
Candida albicans. The commonest organisms were 
found to be T. rubrum, T. mentagrophytes and 
Epidermophyton floccosum. Other organisms were 
found too infrequently to be significant (since 1948 
there have been 21 Microsporum canis, 6 Tricho- 
phyton tonsurans, and 7 Microsporum gypseum). 
When cultures were obtained from more than one 
site in the same patient, they were counted as. one 
isolate. Cultures recorded as “Trichophyton gyp- 
seum,” “T. interdigitale,” “T. niveum,” “T. granu- 
losum,” etc., were counted as T. mentagrophytes.° 


Results 


Our findings are presented in Table 1, 
which expresses the absolute total number 
of cases seen in our Section, the number of 
cases clinically diagnosed as dermatophyto- 
sis, and the number of cultures isolated 
from these cases. A record was also kept of 
the incidence of E. floccosum in our ma- 
terial. 

In the interpretation of the data pre- 
sented here, two main sources of error have 
to be considered: 

1. Errors involved in the clinical diag- 
nosis of a condition as “dermatophytosis.” 

2. Errors involved in the collection and 
culturing of material, and in the identifica- 
tion of the cultures. 

These errors are reflected in the per- 
centages of cultures isolated from the cases 
clinically diagnosed as “dermatophytosis.” 
The percentage of isolations varies between 
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TABLE 1.—Dermatophytosis Due to Tricophyton Mentagrophytes, Trichophyton 
Rubrum and E pidermophyton Floccosum, New York Skin and Cancer Unit, 1934-1954 








Total No. Total No. 
Year Patients clinical T. Mentagro- 

seen in Dermatophy- phytes 

Mycology toses 
1935 4007 1986 189 
1936 3970 2044 197 
1937 4188 2075 279 
1938 3034 2077 137 
1939 3472 1838 94 
1940 4000 1969 152 
1941 3511 1562 106 
1942 3543 1830 96 

* 1943 3547" 1356 67 

1944 3555 1260 61 
1945 3634 1346 38 
1946 4078 1300 24 
1947 4497 1343 29 
1948 4480 1529 37 
1949 4262 1408 37 
1950 3382 1148 29 
1951 3141 955 27 
1952 2769 868 13 
1953 2957 1298 30 
1954 2878 . 1039 24 


Total No. Cultures 


T. Rubrum E. Floccosum — = 100 
ures linical 
Cases, % 
35 13 237 12.0 
76 21 204 143 
72 12 363 12.5 
63 8 208 10.0 
49 8 151 8.2 
54 8 214 10.2 
65 7 178 113 
76 19 191 10.6 
71 12 150 11.0 
74 16 151 12.0 
38 8 84 6.2 
42 7 73 5.6 
52 4 85 6.3 
67 6 110 7A 
113 8 150 10.7 
54 7 % 7.9 
44 4 75 7.9 
86 4 99 10.2 
108 8 145 11.0 
108 3 134 11.3 





5.6% and 14.3%, showing that an exact 
statistical evaluation of our data is not 
possible. 

Even so, it is obvious that T. mentagro- 
phytes has gradually been superseded by 
T. rubrum as the etiologic agent of derma- 
tophytosis in the New York area. The 
number of isolations of T. mentagrophytes 
per 100 cultures of dermatophytosis has 
dropped from 80% in 1935 to 20% in 1954, 
while the reverse is true for T. rubrum. In 
terms of incidence, T. mentagrophytes 
dropped from a high of 13% per 100 cases 
of clinical dermatophytosis in 1937 to 2% 
in 1954, while infection due to T. rubrum 
rose from 1.8% in 1935 to 10% in 1954. 
E. floccosum remained at a fairly steady 
low 1% in terms of incidence, and 
3%-10% in terms of cultures isolated. 


Comment 


We have not seen any published statistics 
dealing with a yearly breakdown covering a 


period of years from other clinics in New 
York City. However, in Table 2 we com- 
puted and compiled the relative percentages 
of the isolations of the three fungi from 
various American. reports published be- 
tween 1927 and 1954. This table includes 
the figures published by Hopkins and asso- 
ciates 1* who made a large-scale study of 
infantrymen at Fort Benning, Ga., over the 


years 1942-1945. These figures, arranged 


according to year and geographical distribu- 
tion, indicate a nation-wide increase of T. 
rubrum as the etiologic agent of derma- 
tophytosis. 

A similar trend is implied by reports 
from other countries and continents. Weid- 
man® in 1927 reported a high percentage 
of incidence of T. rubrum in the Far East. 
Chakraborty ¢ states that 80% of derma- 


tophytosis in India is due to this organism. 


+ Chakraborty, A. N.: Personal communication 
to the authors. 
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TaBLe 2.—Incidence of Trichophyton Rubrum, Trichophyton Mentagrophytes, and 
Epidermophyton Floccosum in the United States and Canada * 
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Year Region T. Rubrum % T. Ment. % E. Floccosum % ‘Total Cultures 
Before 1927 U. 8. & Canada* 8 72 20 169 
1933 N.Y.C, 7 11 81 8 26 
1936 New Orleans* 7 63 30 56 
1938 N.Y.C, » 25 73 2 155 
1938-1939 Boston 1# 31 53 16 19 
1939 Washington, D.C, 11 19 76 5 94 
1940 N.Y.C. t 24 74 2 54 
1942 Middle Atlantic States!+ 30 68 2 180 
1942-1945 "Ft. Benning, Ga. 1+ 36 47 17 156 
iss eacuen 2 3 i 
1945 56 34 10 50 

1945 Washington, D.C., N. EX 5 67 1 7 
Ind., La., Canada * 

1945 Chicago +* 5 75 20 39 
1945-1947 Los Angeles 17 35 63 2 416 
1946 N.Y.C. t 37 54 9 57 
1949 Boston '# 63 30 7 27 
1949-1952 Mo., Okla.1* 45 | 45 10 38 
é 61 31 8 114 
47 49 4 107 
1950-1953 Texas ?° 59 3 8 63 





* From various authors. 


t Benham, R.: Personal communication cited by Hopkins and others. +? 


Clyde Robinson § states that more cases have 
been seen in Australia since World War II. 
Reports from Europe emphasize an increase 
in T. rubrum infections in Germany, 
Switzerland, and Holland,|| particularly 
since World War II. Negronif[ has the 
impression that the fungus is becoming 
more prevalent in Argentina. Percentage 
isolations at the University of Buenos Aires 
of T. rubrum and T. mentagrophytes are, 


‘respectively, 3.54% and 10% for 1932 and 


31% and 25% for 1949-1953. 

The reasons for this world-wide increase 
in the incidence of T. rubrum infections, 
and for the decrease in T. mentagrophytes 
infections are open to speculation. A con- 
tributing factor might consist in the ex- 
tremely resistant, chronic type of infection 


§ Robinson, C.: Personal communication to the 
authors. 

|| References 21 to 23. 

| Negroni, P.: Personal communication to the 
authors. 
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produced by T. rubrum, which may con- 
ceivably transform the patient into a chronic 
“carrier” who is more likely to disseminate 
the disease over a period of years than the 
patient infected with T. mentagrophytes 
who responds well to treatment within a 
short time. However, transmission of der- 
matophytosis from person to person has not 
been ptoved unequivocally.2* Environmen- 
tal factors, such as temperature and hu- 
midity, as well as trauma, are known to 
play an important part in the etiology and 
course of clinical dermatophytosis. How- 
ever, the role played by internal factors, 
such as host-parasite relationship and host 
susceptibility-immunity, needs to be known 
before the epidemiology of these kerato- 
philic organisms can be fully understood 
and explained. These problems have not as 
yet been sufficiently elucidated. However, 
work by Rostenberg,”® Wilson,”* and others 
throw some light~ on this subject. The 
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organism itself may be changing in viru- 
lence. It may also be taking advantage of 
a world-wide decrease in local and general 
body resistance brought on by wars and 
economic depressions. 


Summary 

Statistics of the New York Skin and 
Cancer Unit show that T. mentagrophytes, 
T. rubrum, and, to a lesser degree, E. floc- 
cosuim, have been the most important organ- 
isms causing dermatophytosis since 1935. 
Between 1935 and 1954 T. mentagrophytes 
has ,been superseded by T. rubrum as the 
predominant etiologic agent of dermato- 
phytosis, an exact reversal in their ratio of 
incidence being noted. There are also indi- 
cations in the literature pointing to a 
world-wide, as well as a nation-wide, in- 
crease in T. rubrum as a cause of dermato- 
phytosis in recent years. 


Mrs. Deborah Rucker, B.A., assisted in the 
preparation of the manuscript of this article. 
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A Preliminary Study with Periodic Acid-Schiff Stain 


PEDRO CERVANTES OCHOA, M.D.; OTHELLO D. SMITH, M.D., and MARTIN SWERDLOW, M.D., 


Kansas City, Mo. 


The presence or absence of a basement 
membrane at the epidermal-dermal junction 
has been, and probably will remain, prob- 
lematical. That a_ periodic-acid-Schiff 
{PAS)-positive zone occurs at the epider- 
mal-dermal junction is undoubted; whether 
this actually is a basement membrane is 
questionable. This zone, or membrane, defi- 
nitely has some characteristics of a base- 
ment membrane. The purpose of this 
project was to study the PAS-stained mem- 
brane in a number of skin lesions and was 
an attempt to determine whether it was 
truly a basement membrane and even if not, 
whether its character, its presence, or ab- 
sence could be of any use in diagnostic 
histopathology of the skin. 

Herxheimer, in 1916, using Mallory’s 
connective tissue stain, studied the problem 
of the epidermal basement membrane and 
concluded that there was present, immedi- 
ately below the basal cells of the epidermis, 
a thin fiber 0.54 in diameter which was 
‘morphologically distinct from the connective 
tissue fibers of the corium. This was inter- 
preted by him as a basement membrane. 
He described fine ramifications of fibrils 
that at times extended from the basement 
membrane to intermingle with cytoplasmic 
processes of the basal cells. He noted that 
in certain pathological situations, such as 
in subepidermal edema and in pemphigus 
vegetans, the basement membrane was 
separated from the epidermis. He also 
noted that with marked or dense leu- 
kocytic infiltrations .at the epidermal- 
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dermal junction and in carcinoma, the 
basement membrane was absent. Duhring 
and Klein affirmed that the boundary be- 
tween the corium and epidermis was marked 
by a pale thin membranous structure that 
was conspicuous with special staining prep- 
arations and that it appeared to be a product 
of the deepest layer of the epidermis (i. e., 
the basal-cell layer). 

Our study lends support to the observa- 
tions of both Herxheimer and Duhring. 

Frieboes, in 1920, denied the presence of 
a basement membrane, arguing that the 
basement membrane is not always present 
as would be the case were it a true mem- 
brane; that the presence of such a mem- 
brane would increase the susceptibility of 
the skin toward tears and diminish the nat- 
ural mobility of the skin; that a basement 
membrane would act as a barrier to meta- 
bolic exchanges between epidermis and 
dermis, and, finally, that when. interstitial 
edema is present in the epidermis, the 
cellular edges are more distinct and the 
basement membrane correspondingly must 
also be more evident; evidence, however, 
was to the contrary. He states that a struc- 
ture that had been misinterpreted as a base- 
ment membrane was a zone in which fibers 
between the epidermis and dermis crossed, 
as bridges. He felt that these condensed 
crossings, side by side, gave the false ap- 
pearance of a membrane. 

Szodoray, in 1931, described the junction 
of the epidermis and corium as consisting of 
three structures: (1) “lattice fibrils” of the 
subepithelial layer, described in detail by 
Homma as rod-like fibers arranged perpen- 
dicular to a tangential plane of the skin, 
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parallel each to the other and passing from 
the corium to the basal cells; (2) “flabelli- 


form processes” derived from the lower’ 


pole of the basal cells and reaching the 
corium; (3) ramified, parallel, and hori- 
zontal fine fibrils which originated from 
the corium and. also sent processes to the 
basal cells. These three formed an inter- 
mingled complex of fibers connecting epi- 
dermis and corium much like “two brushes 
fitted together along their bristled surfaces.” 

Gersh and Catchpole, in 1949, studied, 
mainly in animals, the organization of 
ground substance and basement membrane 
with special histochemical procedures. They 
concluded that ground substance, whose 
most characteristic component is a glycopro- 
tein, and basement membrane were very 
closely related in all respects, each being an 
optically homogeneous component of inter- 
cellular material whose physical state may 
-vary from a fairly fluid to a gel consistency. 
They observed that ground substance is 
more concentrated and denser in the zone 
between the connective tissue and the epi- 
dermis. 

In 1950, Odland studied the morphology 
of the attachment between dermis and epi- 
dermis, using Masson’s trichrome and am- 
moniacal silver nitrate stains. Sections were 
made in an ordinary way, as well as in a 
horizontal manner. He observed basal cyto- 
plasmic processes projecting into the dermal 
connective tissue and immediately beneath 
the basal surface of the epidermis, a 
tangled meshwork of reticular fibrils in 
connection with the underlying collagenous 
fiber bundles, these fibrilar elements occa- 
sionally sending digitations that penetrated 
the lowermost projections of the basal epi- 
dermal cells. 

Pease, in 1951, studied the histology of 
the skin by electron microscopy and found 
it difficult to visualize the dermal-epidermal 
junction because of the dense accumulation 
of argyrophilic reticular fibers. However, 
in a few exceptional micrographs of partic- 
ularly thin sections, a definite thin mem- 
brane at the dermal-epidermal junction was 


seen, though masked by the previously 
mentioned dense zone. 


Leblond, in 1951, in an histological study. 


of hair structure described a thin layer of 
distinct reticular fibers separating the basal 
cells of the hair follicle from the connective 
tissue. In areas of low biologic activity, 
such as the outer root sheath, the reticular 
fibers fuse to form a continuous basement 
membrane, whereas in areas of high ac- 
tivity, such as the Malpighian layers at 
the base of the hair follicle, reticular fibers 
are scarce or even absent. 

Allen questioned the existence of epi- 
dermal basement membrane, alleging that 
silver stains which demonstrate a basement 
membrane elsewhere, demonstrated no such 
argyrophilic membrane beneath the epider- 
mis; that in instances in which much mel- 
anin is present in a continuous rim of cells 
of the stratum germinativum, the band of 
argyrophilic pigment may superficially sim- 
ulate a basement membrane, although its 
unevenness and irregularity of density are 
hardly suggestive of such a membrane; 
that this pseudomembrane does not appear 
with silver stains when pigment is absent; 
and that in some instances, depending upon 
the regional location of the skin as well as 
on the presence or absence of subepidermal 
edema, even this pseudomembrane may not 
be detectable with the PAS stain. Leblond, 
according to Allen, stated that apparently 
the degree of metabolic activity at the epi- 
dermal-dermal junction modifies the con- 
centration of polysaccharides so as to lead 
to differences in reaction with the PAS 
stain. In some regions and under certain 
conditions, the polysaccharides may be so 
concentrated at the epidermal-dermal junc- 
tion as to resemble a basement membrane 
when stained with PAS. 


Methods and Results 


Microscopic sections were stained with 
PAS. One hundred lesions from 83 pa- 
tients were selected and grouped into four 
classes as follows: 1. neoplasms, (a) ma- 
lignant and (b) benign, Table 1; 2. der- 
matoses, Table 2; 3. keratoses, Table 3: 4. 
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TaBLe 1.—Neoplasms 
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nevi, Table 4. Particular attention was 
given to the presence or absence of a PAS- 
positive material at the epidermal-dermal 
junction, its morphology with reference to 
alterations in the arrangement and integrity 
of the basal cells, and its alterations in 
various pathological states. 

In the six cases of squamous-cell carci- 
noma reviewed, the basement membrane was 
absent and the basal cells were distorted, 
disintegrated, or lost in the malignant in- 
filtrating process. 

In the two cases of carcinoma-in-situ, 
one showed well-preserved basal cells which 
were orderly arranged. In this instance, 
the basement membrane was present intact. 
In the remaining lesion, the epidermal- 
dermal junction was focally indistinct and 
here the basal cells were either absent or 
not orderly arranged, and in these special 
areas the basement membrane was absent. 

In three cases of basal-cell carcinoma 
and two of superficial basal-cell epithelioma, 
the basal cells of the epidermis were orderly 
disposed and the basement membrane pre- 
sented- its usual appearance. In addition, 
the nests of neoplastic basal cells were sur- 
rounded by a similar PAS-positive mem- 
brane (Fig. 1) (Smith and Swerdlow). 

In one lesion of metastatic adenocarci- 
noma, the neoplasm was limited to the 
corium without invasion of the epidermis. 
The integrity of the cells was unaltered ex- 
cept in areas of associated inflammatory in- 
filtration; the basement membrane was 
present in the areas where basal cells were 
of normal appearance. 

Malignant melanoma (four cases) shows 
the basement membrane absent in the areas 
of the malignant process. In a few areas 
where the malignant cells were not so 
undifferentiated and correspond more to 
the appearance of nevus cells, these nests 
of atypical cells were seen in the lower 
epidermis and partially projecting into the 
dermis, where a few of these lower peri- 
pheral cells suggested somewhat distorted 
basal cells, and here a thin PAS-positive 
membrane separated these distorted cells 
from the dermis and also from the adjacent 








epidermis (Fig. 2). These nests were seen 
in all four of the lesions included. In ad- 
dition, in these lesions where nests of neo- 
plastic melanotic cells were seen in the 
dermis, a fine PAS-positive membrane, sim- 
ilar to that just described, was seen. 

In the benign neoplasms studied, a PAS- 
positive membrane was present in 12 of the 
13, the only exception being in the myoepi- 
thelioma in which the basal cells were in 
disarray. 

In the seven examples of the various 
dermatoses studied, the basement membrane 
was partially present in each and corre- 
sponded to the areas of orderly placed 
basal cells. 

Of the 28 keratotic lesions, in 6 the 
basement membrane was absent. In all of 
these, with the exception of a single ex- 
ample of seborrheic keratosis and a single 
example of cutaneous horn, the usual ob- 
servation of the presence or absence of a 
basement membrane in direct relation to 
the arrangement and integrity of the basal 
cells held true (Fig. 3). In the two excep- 
tions, though basal cells were orderly dis- 
posed, no PAS-positive membrane was seen. 
In the three cases of senile keratosis, two 
showed more extensive alteration of polarity 
and atypism, and the basal cells were fre- 
quently disrupted or disarranged; corre- 
spondingly, the basement membrane was 
absent in these areas. 

Those examples of juvenile melanoma 
studied were essentially similar to malignant 
melanoma described above and couid not be 
differentiated on the basis of the appearance 
of the PAS membrane. 

The junctional nevus and the junctional 
portion of the compound nevus showed an 
absence of the PAS membrane correspond- 
ing to the usual changes in the basal cells, as 
has been described. The intradermal nevus 
and the dermal portion of the compound 
nevus were identical. The epidermal-dermal 
membrane was intact in-15 out of the 16 
examples of intradermal nevi and partially 
present in the other. A striking and inter- 
esting observation was the presence of a 
distinct PAS-positive membrane, similar in 
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appearance to the usual epidermal-dermal 
membrane, intimately: associated with and 
surrounding the nest of nevus cells or indi- 
vidual nevus cells (Fig. 4). This leads to 
speculation as to whether the similarity, 
between the usual epidermal-dermal mem- 
brane and the PAS membrane around the 
nevus cells, lends support to the epidermal 
theory of the histogenesis of nevi. 

In the three blue nevi, the epidermal- 
dermal basement membrane was intact. In 
contradistinction to the dermal nevus cells, 
the melanoblast of the blue nevus does not 
have a PAS-positive membrane. This inter- 
esting difference in contrast to intradermal 
nevi bears further investigation. 

General observations of the hair follicles 
and sweat glands (Fig. 5) show that the 
former have a PAS-positive membrane sim- 
ilar in appearance to that seen at the junc- 
tion of the epidermis and corium, whereas 
the latter usually have a much denser and 
more homogeneous membrane. 


Conclusions 


There exists a definite PAS-positive 
structure that morphologically is intimately 
related to the basal cells and has the follow- 
ing characteristics: 

(a) It may be present as a continuous thin or 
fine group of confluent PAS-positive fibers 
running parallel and tangentially to the base 
of the basal cells. 

(b) As a fine palisaded group of PAS-positive 
fibers arranged perpendicular to the base line 
of the epidermis. 


(c) Frequently the fibers are seen, faintly but | 


definitely, to originate within the cytoplasm 
at the basal part of the basal cells. 

(d) At times, to the previous, was added a wavy 
or undulating appearance of the fibers in 
their lowest or deepest portion. 

Each of these delineated characteristics 
of the basement membrane was dependent 
upon, and altered by, the position of the 
long axis of the basal cells and the position 
of their nucleus. There was a general ten- 
dency for the basement membrane to be 
orierited as in (a) when the long axis of 
the basal cell was oblique in relation to 
the base line of the epidermis and the 
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nucleus was close to the base of the cell 
(Fig. 6); as in (b) when the long axis of 
the basal cell was perpendicular to the base 
line of the epidermis and the nucleus was 
again close to the base of the cell (Fig. 7) ; 
as in (c) and (d) when the long axis of 
the basal cell was perpendicular to the base 
line of the epidermis and the nucleus was 
away from the base of the basal cell. 

The presence of the basement membrane 
is in direct relation to the arrangement and 
integrity of the basal cells. When the basal 
cells were orderly arranged, parallel each to 
the other and well preserved, the basement 
membrane was found to be present in one 
of its variants; and conversely, when the 
regular arrangement and/or the integrity 
of the basal cells was destroyed, a basement 
membrane could not be demonstrated. In 
this study only two exceptions were found 
to.these generalizations, namely, in one case 
of seborrheic keratosis and in one case of 
cutaneous horn. In these two lesions, even 
though the basal- cells were orderly ar- 
ranged, parallel, and maintained their in- 
tegrity, a basement membrane was not 
demonstrated. We are as yet unable to 
explain these exceptions; perhaps these 
exceptions prove the rule. 

As experience was gained in comparing 
the basement membrane by hematoxylin- 
and-eosin-stained sections and PAS-stained 
sections, not. only could its condition be 
predicted from the appearance of the basal 
cells in the hematoxylin and eosin material, 
but it could also be easily seen and the PAS- 
stained sections only served to confirm and 
emphasize. 


Summary 


One hundred skin lesions from 83 pa- 
tients stained with PAS are reviewed and 
examined. The lesions are grouped into 
four types: 1. neoplasms; 2. dermatoses; 
3. keratoses; and 4. nevi. Special attention 
is given to the dermal-epidermal junction. 

A PAS-positive basement membrane, we 
feel, does exist and appears to be related 
to the basal cells. The morphology of such 
a membrane has variants according to the 
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position of the long axis of the basal cells 
and the position of their nucleus. 

The presence or absence of a basement 
membrane appears to be primarily depend- 
ent upon the arrangement and integrity of 
the basal cells. 

Hair follicles and sebaceous glands have 
a PAS-positive membrane similar to the 
basement membrane at the epidermal-dermal 
junction. 

Sweat glands also have a PAS-positive 
limiting membrane which is denser and 
more homogeneous. 

A strikingly constant feature of nevi is 
the presence of a PAS membrane surround- 
ing the individual nevus cells or nests of 
nevus cells. 
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Scleroderma 


Dermatohistopathology of Various Types of 


PAUL A. O'LEARY, M.D.j; HAMILTON MONTGOMERY, M.D., and WILLIAM E. RAGSDALE, Jr., M.D., 


Rochester, Minn. 


This paper deals with the dermatohisto- 
pathologic findings in more than 200 cases 
of different types of scleroderma, including 
brief comments on pathologic findings in 
biopsy of. specimens of muscle from many 
patients who had generalized forms of 
scleroderma. We are not concerned in this 
review. with the systemic manifestations of 
the disease as it affects various internal 
organs *; neither will we endeavor to dis- 
tinguish morphea, kraurosis, balanitis xe- 
rotica obliterans, and lichen sclerosus et at- 
rophicus as they occur on the genitalia. The 
term “scleroderma of the skin” has been 
subject to multiple definitions and classifi- 
cations,t and although some group all forms 
of scleroderma together, we prefer to recog- 
nize the following types as having certain 
characteristics that distinguish one from 
another. 


Classification 


We classify scleroderma as follows: 
I. Generalized forms of scleroderma (associated 


Received for publication July 2, 1956. 

Section of Dermatology, Mayo Clinic and Mayo 
Foundation (Drs. O’Leary and Montgomery) ; 
Fellow in Dermatology, Mayo Foundation (Dr. 
Ragsdale). The Mayo Foundation is a part of 
the Graduate School of the University of Minne- 
sota. 

Dr. Ragsdale is now in private practice in Phoe- 
nix, Ariz. 

+ Dr. O'Leary died on July 20, 1955, while this 
paper was in the process of revision. He had 
examined the histopathologic findings and reclassi- 
fication of some of our older cases with one of us 
(Montgomery) on various occasions during the 
previous year. He had corrected the preliminary 
draft of this paper, and had written a clinical 
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with a varying degree of systemic involvement). 

A. Generalized or diffuse type. This type in- 
volves chiefly the trunk, and usually spares 
the hands and face, although at times there 
may be sclerodactylia. It is a systemic dis- 
ease which involves the skin and many 
viscera not associated with the vasospastic 
phenomenon of Raynaud. This is a rare 
form of the disease. The prognosis is 
grave. 

B. Acrosclerosis (Sellei). There is a typical 
distribution involving the hands, forearms, 
face, upper part of the chest, and legs to a 
milder and slighter degree. The vasospastic 
or Raynaud’s phenomenon predominates, to- 
gether with a tightening of the facies. The 
prognosis in respect to life is fair; in re- 
spect to morbidity it is unfavorable. 

II. Localized forms of scleroderma, usually with- 
out systemic manifestations. 

A. Morphea. 

1. Localized. Patches vary in size from 2 
to 20 cm. and are characterized by a 
variety of clinical pictures, from the 
classical sclerosed, carnauba-wax-colored 
plaque to atrophic hyperpigmented areas 
scattered on the trunk and extremities. 
Evidence of inflammation predominates, 
and the lesions involute spontaneously. 

2. Generalized. There are numerous 
plaques, sometimes involving the entire 
trunk also, in varying stages of atrophy 
pigmentation and cutaneous sclerosis. The 
prognosis is good, 

B. Other types. 

1. Linear. This is characterized by streaks 
or bands of sclerosed, waxy skin in- 
volving an extremity. There may or may 
not be a plaque of morphea elsewhere 
(also see 2). 

2. Localized forms associated with hemi- 
atrophy. This varies from a small plaque 
of sclerosed skin on the forehead or 
scalp, including linear types with en 
coupe de sabre, to involvement of an up- 
per or lower extremity or both, with 
associated atrophy of bone and muscle 
structures. Prognosis in respect to life is 


















good. Prognosis in respect to morbidity 
depends on the degree of hemiatrophy 
and associated congenital defects. 

It is important to note, in a study to be 
published by Christianson and associates, 
that linear forms and also various forms of 
localized patches of morphea may precede 
hemiatrophy or be associated with the same 
and with congenital defects in children. 
On the other hand, at the Mayo Clinic we 
have yet to encounter an instance of gen- 
eralized diffuse scleroderma or acrosclerosis 
beginning before puberty. This is of defi- 
nite significance in distinguishing early 
phases of dermatomyositis from those of 
scleroderma in children. 

Some years ago studies were undertaken 
to distinguish between the dermatopatholog- 
ic pictures in acrosclerosis and other forms 
of scleroderma. It was apparent then, as 
it is now, that in the: different forms of 
scleroderma the pathologic differences are 
not significant enough to permit differentia- 
tion. The pathologic changes in any type 
of scleroderma vary according to the age 
of the lesion and whether the disease is in 
the early edematous phase, in the sclerotic 
state, or in a period of involution. The 
subdivision of localized forms of  sclero- 
derma has been attempted only within the 
last few years, and details are not available 
in older records to permit exact classifica- 
tion. A statistical study, therefore, will not 
be attempted. 


Technical Factors 


Specimens for biopsy were fixed in a 10% 
solution of formalin and were embedded in paraf- 
fin. The stains employed included hematoxylin 
and eosin, van Gieson, elastin H, and in some cases 
a newer elastic-tissue stain of aldehyde-fuchsin ® 
in which the counterstain used was toluidine blue; 
silver nitrate counterstained with hematoxylin for 
melanin pigment; Maresch-Bielschowsky, Gross- 
Bielschowsky, and a modification of Bodian stain 
for reticulum and nerve fibers, respectively; Mal- 
lory-Heidenhain and Masson’s trichrome stain. 
Stoughton and Wells’ modification of the Mc- 
Manus method for demonstrating mucopolysac- 
charides, with and without the use of beta amylase, 
also was employed.’ Sections from older speci- 
mens taken for biopsy have been reviewed with 
the use of the periodic acid-Schiff reaction 
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(PAS), with and without diastase, a technique 
which seemed to parallel the Stoughton and Wells 
modification of the McManus method. 


This paper is not concerned with newer 
histochemical studies, including those car- 
ried out with the electron microscope, in 
regard to the morphogenesis of the con- 
nective tissue and ground substance, except 
as revealed in a nonspecific way by the 
PAS stain. Recently, much work: has 
been done in this field, as reported by nu- 
merous authors, including that of Asboe- 
Hansen,!° Musso,!! and the reports of the 
conferences on connectiye tissue.’ 

One of us (O'Leary), together with 
Lambert and Sayre,’* reported that the 
patterns in electromyograms of patients 
with scleroderma were not consistently ab- 
normal, and that when abnormality was 
present, it was similar to that of polymyo- 
sitis. Electromyograms by themselves are 
not diagnostic of scleroderma, and will not 
be discussed further here. 


Dermatohistopathologic Aspects 


The histopathologic changes in various 
types of scleroderma consist fundamentally 
of edema, homogenization, fibrosis and scle- 
rosis of the collagen fibers, and a varying 
degree of sclerosis and obliterative changes 
in the vessels in the cutis. The initial stage 
of. edema is seen, especially when the gen- 
eralized forms of scleroderma are present, 
including acrosclerosis. In this stage clin- 
ical or histopathologic distinction between 
scleroderma and scleredema adultorum of 
Buschke may not be possible (Figs. 1-4). 

The collagen fibrillae first reveal loss of 
clarity and some cloudy swelling. Later, 
there are’ hyalinization of the bundles and 
complete loss of distinctness of the fibrillae. 
Homogenization of the collagen bundles is 
present in varying degrees. Broad bands 
of flattened bundles appear parallel to the 
epidermis, and greater fiber length seems 
to add more prominently to the homogeneity 
of the tissues, but this is not a constant 
finding. Granularity or fine segmenting of 
the bundles often occurs in all forms, but 
less frequently in acrosclerosis. Vacuolar 
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Fig. 1—(a) Diffuse generalized scleroderma in a man 47 years old; lesion of one year’s 
duration in the left calf. Note flattening of the rete ridges, atrophy of epidermis, homogenous, 
closely packed, and hypertrophic bundles of collagen, and atrophy of sweat glands at X, 
and thickened walls of blood vessel in the subcutaneous tissue (hematoxylin and eosin; X 50). 

(b) Same case. Pigmentation of basal-cell layer. Elastic tissue preserved but fragmented ; 
sore of the wall. of the vessel in both the media and the intima (elastin H; X 50). 

(c) Same case. Clumped and fragmented elastic fibrils, involvement of walls of vessels, 
and slight amount of perivascular infiltrate (elastin H; x 120). 

(d) Diffuse scleroderma in a woman 50 years old, of a few months’ duration: Biopsy of 
muscle from the thigh reveals completely occluded interseptal vessel at X, homogenization of 
muscle bundle, loss of striations, and some vacuolar degeneration (hematoxylin and eosin; 
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Fig. 2—(a) Diffuse generalized scleroderma in a woman 21 years old who had generalized 
involvement of the skin and extensive involvement of some six months’ duration, resulting 
in death after three weeks of hospitalization. Biopsy of a specimen of skin and subcutaneous 
tissue from the arm reveals extensive thickening of cutis with fibrosis of the subcutaneous 
tissue. There are homogenization and hyaline changes in the connective tissue. Darker-stain- 
ing regions are those of calcification and calcareous degeneration of the connective tissue 
(hematoxylin and eosin; X 19). 

(b) Same case: to show calcareous degeneration of collagen fibers and obliterative re- 
canalized vessel at X (hematoxylin and eosin; X 32). 

(c) Diffuse scleroderma in a woman 32 years old who also had features of acrosclerosis 
of four months’ duration. Biopsy of a specimen of muscle from the arm reveals changes in 
the interseptal blood vessels, including intimal proliferation at X, perivascular, chiefly lympho- 
cytic, infiltrate, homogenization, and hyalinelike changes in muscle fibers (elastin H; X 150). 


degeneration and atrophic changes also may 
occur, usually at a late stage. Fibrocytes 
(fibroblasts) are increased in a few cases 
of diffuse and in some localized forms of 
scleroderma, but are not increased in acro- 
sclerosis. In fact, there is a decrease in 


fibrocytes in many cases of acrosclerosis 
and morphea, whereas this decrease usually 
is not present in diffuse generalized sclero- 
derma. This is understandable in that usu- 
ally there is an increase in thickness in the 
cutis as the result of increase in collagen in 
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Fig. 3—(a) Acrosclerosis of several months’ duration in a man 54 years old, from the 
dorsum of the finger. Note relative and absolute hyperkeratosis; otherwise the epidermis is 
normal. Some homogenization of connective-tissue fibers is seen; there is a decrease rather 
than an increase in the thickness of the cutis, and atrophy of sweat glands is seen, with 
obliterative changes in vessels at X (hematoxylin and eosin; X 40). 

(b) Acrosclerosis of three years’ (duration from the left forearm of a woman 50 years 
old. Atrophy of epidermis with loss of rete ridges, increased pigmentation of basal-cell ayer, 
clear, or grenz, zone between epidermis and cutis, apparent increase of elastic fibers in the 
upper part of the cutis, fragmentation and clumping of fibers lower down in the cutis, and 
some atrophy of sweat "glands are seen (elastin H; X55). 

(c) Acrosclerosis of the wrist of six months’ duration in a woman 47 years old. Note 
pigmentation of the epidermis and thinning of collagen, together with edema and dilatation 
of superficial capillaries (hematoxylin and eosin; X 1 

(d) Same case as c. Degenerated collagen fibers ‘showing vacuolization, increase in 
interbundle spaces, decrease in fibrocytes, shrunken atrophic sweat glands with dilated lumens, 
and homogenization of connective tissues adjacent thereto (hematoxylin and eosin; X 255). 











diffuse generalized scleroderma, whereas 
there often is a decrease in the thickness 
of the cutis in acrosclerosis. Increase in 
collagen and thickness of the cutis vary 
considerably in different types of localized 
scleroderma. An apparent increase in col- 
lagen in morphea, for example, may. result 
from the edema and inflammatory reaction 


Fig. 4—(a) Morphea of 
one and a half year’s dura- 
tion from the hand of a 
woman 23 years old. Normal 
epidermis, homogenized col- 
lagen fibers in midcutis, 
dense perivascular infiltrate, 
chiefly lymphocytic (hema- 
toxylin and eosin; > 45). 

(b) Localized scleroderma 
of two years’ duration, a 
unilateral lesion on the arm 
of a woman 48 years old. 
Note flattening of the rete 
ridges, increased melanin 
pigmentation in the basal 
layer, border, or grenz, zone 
between epidermis and cutis, 
increase in elastic fibers; 
also some fragmentation, 
and atrophy of the dermal 
appendages (elastin H; X 
60). 


(c) Morphea of two years’ 
duration, arm of a woman 
42 years old. Note homogeni- 
zation of collagen in the up- 
per right corner, normal cu- 
taneous nerve: bundle, dense 
focal lymphocytic infiltrate 
in subcutis, and dilated vein 
with only slight thickening 
of its walls (hematoxylin 
and eosin; X 60). 


seen in this form of scleroderma. Often, 
especially in diffuse scleroderma, there is 
an increase in the connective tissue or col- 
lagen in the subcutaneous tissues, resulting 
in a replacement of the fat by bundles of 
collagen fibers. This brings about an in- 
crease in the fibrous septums. The changes 
in the character and amount of collagen 
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are demonstrated in Figures 1 to 4. Calcium 
degeneration of the collagen fibers or de- 
posits of calcium in the skin or muscles or 
in both is evident in a few cases of any 
type of scleroderma. Deposits of calcium, 
when present, occur chiefly in the subcu- 
taneous tissue or in the interseptal regions 
in the muscles. 

Edema occurs in about half the cases of 
various types of scleroderma. In the earlier 
phases it is accounted for, partly at least, 
by the increased size of the. collagen bun- 
dies, especially in the lower cutis. The 
edematous process found between the col- 
lagen bundles does not stain for mucin, nor 
do any of the tissues react positively for 
mucin. This is contrary to statements ap- 
pearing in the older literature, in which it 
was said that mucin is found in sclero- 
derma. Some of these latter cases undoubt- 
edly were cases of lichen myxedematosus, 
also more recently referred to as “sclero- 
myxedema,” which in the past has been 
referred to as “papular forms of sclero- 
derma.” 

Changes in the mucopolysaccharides or 
ground substances, as revealed by means of 
a modified McManus stain and also with 
the aid of the periodic acid-Schiff reaction 
(PAS), are not pronounced. When senile 
changes in the skin are present, the merging 
of collagen and elastic tissue to form homo- 
geneous masses stains intensely with either 
method. There is some increase in the in- 
tensity of staining, seen occasionally in the 
walls of the vessels and at the epidermal- 
dermal junction outlining the so-called base- 
ment membrane. Certainly, the amount of 
mucopolysaccharides demonstrable by these 
stains is minimal in all forms of sclero- 
derma, and therefore corresponds to 
Stoughton and Wells’ previous observations. 

Maresch-Bielschowsky and Gross-Biel- 
schowsky stains were used in a few in- 
stances for study of reticulum fibers. These 
stains, however, did not disclose any signifi- 
cant change in these fibers. 

The elastic tissue is characterized by an 
apparent increase in the number of fiders 
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almost a half of the cases of acrosclerosis, 
and less frequently in diffuse and localized 
forms of scleroderma. Also, there appar- 
ently is a border, or grenz, zone between 
the epidermis and the elastic fibers in the 
cutis. Again, when this is present, it occurs 
chiefly in acrosclerosis. Whereas there 
might be an increase in elastic tissue in the 
upper part of the cutis, there is a tendency 
toward a decrease in elastic tissue in the 
lower parts of the cutis. Fragmentation and 
clumping of elastic fibers occur in varying 
degrees in the majority of all types of 
scleroderma. 

An infiltrate, perivascular in character, 
also occurring about the dermal appendages, 
is found in a number of cases of the dif- 
ferent types. The infiltrate is minimal in 
acrosclerosis and as a rule is minimal in 
diffuse scleroderma and localized forms 
other than morphea. In the latter form the 
infiltrate frequently is pronounced. The in- 
filtrate is composed, for the most part, of 
lymphocytes, but in a few cases there are 
abundant plasma cells. There is an increase 
in mast cells, in a few instances.. The peri- 
vascular inflammatory reaction in morphea 
tends to occur in the periphery of the 
sclerosing plaque, thus accounting for the 
lilac ring that is seen clinically. 

In the edematous phase there is dilatation 
of the capillaries and lymphatic vessels. 
There is a decrease in the diameter of the 
lumens in a large number of cases of dif- 
fuse scleroderma and acrosclerosis. There 
may be intimal proliferation, even to the 
point of complete occlusion of the vessel, 
with or without recanalization. Medial hy- 
pertrophy, endothelial swelling, and edema 
of the walls of the vessels occur in varying 
degrees. Occlusive changes, however, are 
infrequent in morphea, which may explain 
the involution that occurs in this process, 
with minimal residual scarring. The vascu- 
lar changes in other forms of localized 
scleroderma correspond to those seen in the 
generalized forms. 
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SCLERODERMA—DERMATOHISTOPATHOLOGY 


In the four types of the disease there is 
a varying degree of atrophy of the dermal 
appendages, but especially of the sweat 
glands and ducts. These latter are affected 
in almost every patient who has any type 
of scleroderma. The changes consist largely 
of dilatation of the lumens and atrophic 
and degenerative changes of the cells. Se- 
baceous glands and hair follicles often are 
absent, and when present, most exhibit 
atrophic changes, together with sclerosis 
of the connective tissue about them. 

Perineural edema, with a varying degree 
of infiltrate about the nerves, is demon- 
strable in only a few instances. There were 
no significant changes in the cutaneous 
nerve bundles when the Bodian stain was 
employed. 

We have purposely left the description of 
the epidermal changes to the last because 
they are not of particular diagnostic value. 
Relative or absolute hyperkeratosis predom- 
inates in acrosclerosis, but not in the diffuse 
or localized forms of scleroderma. The rete 
ridges generally are flattened in most forms 
of scleroderma, in contrast to the normal 
appearance of these ridges in most cases 
of morphea. Atrophy of the rest of the 
epidermis, however, occurs in the greatest 
majority of all forms of scleroderma. An 
increased content of melanin pigment in the 
basal layer and, to a lesser degree, an 
increase in melanophages in the cutis, pre- 
dominate in generalized forms of sclero- 
derma. This increase of melanin pigment 
may be so prominent that, as we have ob- 
served, an instance of generalized diffuse 
scleroderma may be mistaken for one of 
Addison’s disease. 

Changes in the muscles in generalized 
forms of scleroderma result fundamentally 
from obliterative changes in the interseptal 
vessels, There are varying degrees of pro- 
liferation of the intima and media to the 
point of complete occlusion of the vessel, 
and at times thrombosis. In the earlier 
stages, about the interseptal vessels, there 
is a varying degree of inflammatory reac- 
tion composed chiefly “of a lymphocytic 
infiltrate. The muscle bundles become ho- 


mogenized and reveal loss of their cross 
striations (even in adequately prepared 
specimens), and later there is distinct 
atrophy of the muscle bundles. Vacuolar, 
granular, hyaline (Zenker) and other par- 
enchymatous changes, such as predominate 
in muscles in the presence of dermatomyo- 
sitis, occasionally may be encountered. 


Differential Diagnosis 


There are uncommon forms of sclero- 
poikiloderma in which the histologic changes 
associated with poikiloderma of different 
types are present. These include a relative 
and absolute hyperkeratosis, with or without 
parakeratosis, liquefaction degeneration of 
the basal layer, and other changes simulat- 
ing those seen in lupus erythematosus. Some 
forms in the literature are described as 
“sclerodermatomyositis,” usually, however, 
without much histologic evidence of sclero- 
derma.'* In dermatomyositis ¢ the cutane- 
ous changes consist of a nonspecific, toxic, 
mild inflammatory reaction without any 
alteration of the connective tissue. In the 
muscle parenchymatous changes predomi- 
nate in the presence of dermatomyositis, 
and whereas there may be some thickening 
of the interseptal blood vessels, the changes 
in these vessels are slight in contrast to the 
great changes seen in scleroderma. Gen- 
eralized papular forms of scleroderma are 
better classified as “lichen myxedematosis” 
(lichen fibromucinosis or papular mucino- 
sis),§ although Gottron?® would call this 
condition “scleromyxedema.” | Mucinous 
changes in the cutis predominate, and sys- 
temic manifestations, if present, are entirely 
different from those seen in generalized 
scleroderma. Scleredema adultorum of 
Buschke is a self-limited disease of un- 
known origin, usually lasting only a few 
months, although we have seen instances 
in which the condition persisted for several 
years. Histologically, edema of the collagen 
fibers and dilatation of superficial vessels 


are seen. The process does not proceed to 


+ References 15 and 16. 
§ References 17 and 18. 
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hypertrophy and sclerosis of the connective 
Sclerema neonatorum and edema 
neonatorum need only be mentioned. They 
are entirely different conditions, both clin- 
ically and pathologically, from scleroderma. 


tissue. 


Summary 


On the basis of a series of more than 
200 cases we have attempted to classify and 
to distinguish the histologic features of gen- 
eralized and localized forms of scleroderma. 
In the presence of diffuse generalized 
scleroderma increase in the thickness of the 
cutis and fibrosis of the subcutaneous tissues 
occur to a greater extent than is true in 
localized forms of scleroderma. In acro- 
sclerosis, on the other hand, there is a 
thinning of the cutis, and atrophy of the 
collagen is more prominent. There tends 
to be a grenz, or border, zone between the 
epidermis and elastic tissue in the cutis, 
together with an increase in fine elastic- 
tissue fibers, in acrosclerosis. Obliterative 
changes in the vessels are minimal in 
morphea and greatest in diffuse scleroderma. 
A perivascular infiltrate is a prominent fea- 
ture in morphea; it may even be absent in 
other forms of scleroderma, and especially 
in acrosclerosis. Epidermal changes would 
seem to be of minor importance. In acro- 
sclerosis a relative and absolute hyperkera- 
tosis predominates; whereas in morphea 
epidermal changes usually are minimal. In 
all forms of scleroderma an increase in 
melanin pigmentation takes place in the 
basal layer, and there is also an increase in 
the melanophages in the cutis. Morphea 
exhibits the least increase in pigmentation. 
Use of a modified McManus stain and peri- 
odic acid-Schiff reaction (PAS) failed to 
reveal any appreciable increase in mucopoly- 
saccharides in any of the forms of sclero- 
derma. The histologic features in specimens 
of muscle taken for biopsy were obliterative 
changes in the interseptal vessels and sec- 
ondary homogenization and atrophy of the 
muscle bundles, with loss of cross striations. 
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Distinction between different forms of 
scleroderma is important, if only in regard 
to prognosis. There are dermatohistopatho- 
logic differences between the different 
forms, but these are not diagnostic. 
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Cutaneous Manifestations of Letterer-Siwe’s Disease 


DONALD M. RUCH, M.D., Milwaukee 


My interest in Letterer-Siwe’s disease 
(malignant histiocytoma) has been stimu- 
lated during the past six years, during which 
time I saw four cases of this rare condition. 
In two cases, the infants were brought in 
for medical care because of the cutaneous 
lesions. In one case, the correct diagnosis 
was made from the skin lesions alone (Case 
4). 

The purpose of this paper is to call atten- 
tion to the cutaneous lesions present in this 
malignant disease and to point out the re- 
semblance of these lesions to such benign 
conditions as seborrheic dermatitis, monilia- 
sis, trichophytosis, pyoderma, and_ toxic 
purpuric conditions. A review of literature 
in which descriptions of the skin lesions 
present in this condition were given in de- 
tail showed that Letterer-Siwe’s disease may 
be initiated by pruritus; macular, papular, 
vesicular, bullous, pustular, or furuncular 
lesions ; petechiae ; eczematoid reactions, and 
at times exfoliation. One case showed pig- 
mentation, atrophy, and depigmentation, 
with telangiectasis resembling poikiloderma. 
Most authors have emphasized the presence 
of bone and lung lesions. and the hemato- 
logical picture, and mention only briefly the 
cutaneous lesions present. In several case 
reports that were reviewed, I was impressed 
by the fact that the authors mentioned only 
the presence of a “rash” on the trunk and 
in the groins, and no further description 
was given of the type of lesions present. 
It is therefore important to point out the 
exact nature of the citaneous lesions in 
these cases, as well as to indicate the impor- 
tant physical, roentgen, and laboratory find- 
ings necessary for a diagnosis. 

Letterer-Siwe’s disease is a rare nonlipoid 
reticuloendotheliosis, t1sually fatal, and oc- 
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curring most frequently in children under 
2 years of age. It is characterized clinically 
by cutaneous lesions of varying form and 
by definite hepatomegaly, splenomegaly, 
lymphadenopathy, and anemia, with destruc- 
tive cystic lesions present in the bony struc- 
tures and nodular lesions, at times, in the 
lungs. The distinctive pathological feature 
is a nodular and profuse proliferation of 
histiocytes in the skin, liver, spleen, lymph 
nodes, and sometimes in the skeletal and 
pulmonary tissue. 

A hypothesis was advanced linking this 
disorder to Hand-Schiiller-Christian disease 
and eosinophillic granuloma of the bone. In 
1948 Layman and Sevenants? published an 
article ‘on “Systemic Reticuloendothelial 
Granuloma” and compared Letterer-Siwe’s 
disease, Schiiller-Christian disease, and 
eosinophillic granuloma. Several reviews * 
have been published supporting the thesis 
that these three diseases represent different 
clinical expressions of a basic disorder of 
the reticuloendothelial system. Also recorded 
are other views contradicting such a rela- 
tionship and indicating that these three en- 
tities can be differentiated by the fibroblastic 
granulation and the lipoid storage in Hand- 
Schiiller-Christian syndrome and the local- 
ized process in eosinophillic granuloma, 
while in Letterer-Siwe’s syndrome there are 
collections of nonlipoid-containing histio- 
cytes.5 It is not the intent of this paper 
to discuss this phase of the subject further. 
During the past five years there has been a 
renewed interest in the reticuloendothelioses 
because the latter opinion has been advanced 
and accepted by the majority of clinicians 
and pathologists, and new methods of ther- 
apy have been used with varying degrees of 
success. 


* References 2, 3, and 4. 

















The reticuloendothelial system is com- 
posed of cells distributed in various areas 
of the body and characterized by their 
ability to take up particulate matter and to 
store: foreign substances brought to them 
in colloid solution. These cells are the 
macrophages of the loose connective tissue, 
the reticular cells of the lymphatic and 
myeloid tissues, the von Kupffer cells in the 
sinuses of the liver, the lining cells of the 
sinuses of the adrenals and hypophysis, and 
the adventitial cells of the blood vessels.® 
Proliferation of the cells of this system can 
be caused by infectious or noninfectious 
conditions. Siwe divided into two categories 
the diseases of the reticuloendothelial sys- 
tem not belonging to this group and 
recognized xanthomatosis (Hand-Schiiller- 
Christian disease, Gaucher’s disease, and 
Niemann-Pick disease). In the first group 
he placed those cases associated with an 
acute infection known as infectious reticulo- 
endotheliosis. In the second group he placed 
those cases in which no significant infection 
was present. -This latter. is now known as 
Letterer-Siwe’s disease. Both are nonlipoid 
reticuloendotheliosis. 

In 1924, Letterer’ described a case of 
aleukemic reticuloendothelial hyperplasia in 
an infant 6 months of age who died within 
four days after admission to the hospital. 
During the next nine years several similar 
cases were reported. In 1933, Siwe® re- 
ported-a case in a 16-month-old infant and 
grouped the previously reported case with 
his own as a well-defined clinical picture. 
In 1936, Abt and Denenholz® reviewed the 
literature and added a case of their own. 
Since then the condition has generally been 
known as Letterer-Siwe’s disease. Sweitzer 
and Layman ?° were the first to publish an 
article entitled “Letterer-Siwe’s Disease” in 
the Archives of Dermatology in 1949. They 
presented two cases of Letterer-Siwe’s dis- 
ease. Seven other cases have been recorded 
thus far in the Archives of Dermatology; 
five of these were presented in the Society 
Transactions section and the other two in 
the article by Layman and Sevenants.1 
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According to Siwe’s criteria,® the condi- 
tion is characterized by the following dis- 
tinctive features: 

1. There is marked splenomegaly with 
considerable enlargement of the liver. 

2..There is hemorrhagic tendency man- 
ifested chiefly as purpuric petechiae. 

3. There is generalized enlargement of 
the lymph glands, the glands being discrete 
and not tender. 


4. Localized tumors of the bones may be © 


present. The osseous lesions, however, may 
be recognized only by the aid of roentgeno- 
grams or at autopsy. 

5. The blood picture is characterized by 
secondary anemia of progressive nonregen- 
erative type. The leukocyte count is normal 
or somewhat diminished, and the differential 
count is within normal range. 

6. Splenic puncture may reveal an in- 
creased number of nonlipoid-containing 
macrophages. 

7. The disease is neither hereditary nor 
familial, and occurs exclusively in infants. 
The onset is acute and unrelated to infec- 
tion; the course is gradually downhill, and 
the duration is from a few weeks to a few 
years. ! 

8. Etiology is unknown. 

9. Pathological changes are characterized 
by generalized hyperplasia of the macro- 
phages in various organs. The cells are 


nonlipoid storing, and the characteristic 


cells are large, round, or polygonal mono- 
nuclear cells. The cytoplasm is pale stain- 
ing, and the nucleus is usually chromatic, 
often eccentrically situated, and in some in- 
stances vesicular in shape and in others 
more oval or spindle in shape. 

The number of cases recorded in the 
literature which fulfilled these originally es- 
tablished criteria of Letterer-Siwe’s disease 
is relatively small, approximately 50. Sev- 
eral observers, however, are of the opinion 
that the disease is not as rare as the number 
of reported cases would indicate. We be- 
lieve the cases we are presenting fulfill the 
requirements as laid down by Siwe. 
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Report of Cases 


Case 1.—An infant was first admitted to Mil- 
waukee Children’s Hospital on Aug. 9, 1950, at the 
age of 5 months, with acute tonsilitis. He received 
penicillin and developed a red, macular eruption 
due to the penicillin. This cleared in five days, 
at which time he was dismissed from the hespital. 
In February, 1951, he developed a papular eruption 
in the groins and pustular lesions on his scalp, 
which persisted. He was readmitted to the hos- 
pital at the age of 15 months, at which time I 
first examined this infani. On examination many 
small yellow papular and vesicular lesions were 
present on his scalp, with a few pustular lesions. 
Vesicular lesions on an erythematous base were 
present in the groins, on the buttocks, and on the 
back. The condition on his scalp was diagnosed 
as pyoderma and that on the groins, buttocks, and 
trunk as trichophytosis. Appropriate local treat- 
ment was prescribed, and he was dismissed in two 
weeks. Two days after the patient was dismissed 
from the hospital his mother observed a tender 
lump over the left scapular area. X-rays revealed 
a solitary cyst of the scapula. 

On July 12, 1951, at the age of 16 months, he was 
readmitted to the hospital, and a subtotal scapulec- 
tomy was performed because of multilocular cystic 
lesions in the left scapula. Dermatological exam- 
ination showed numerous vesiculopustular lesions 
in the groins and on the trunk and scalp. Cultures 
from both the skin lesions and the bones -were 


. negative for fungi or monilia. The skin condition 


was diagnosed’ as a moniliasis, and it was thought 
that this patient might possibly have a moniliasis 
of the skeletal system too. On histopathological 
examination of the specimen from the scapula the 
diagnosis was eosinophilic granuloma. The pa- 
tient was dismissed on the ninth hospital day. 

He was readmitted in September at the age of 


*18 months. The eruption had improved a great 


deal during the interim, but x-rays of the skeletal 
system showed large cystic lesions in the right 
iliac bone. A tumor was removed. from the right 
ilium, the size of a tennis ball. This had perforated 
the inner and outer tables of the bone but not 
the periosteum. The examination of the skin at 
this time showed scattered papular and vesicular 
lesions in the groins and on the scalp. On micro- 
scopic examination of the tumor from the right 
ilium the diagnosis was eosinophilic granuloma. 
In November, 1951, at the age of 20 months, the 
patient had numerous papular and vesiculopustular 
lesions on his hands, scalp, and trunk. His face, 
arms, and legs were entirely free. A biopsy of 
one of the papular lesions on the trunk was re- 
ported as -being the same lesion that was seen in 
the scapula with minor variations. “I believe this 
fits into Letterer-Siwe’s, Hand-Schijller-Christian, 
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eosinophilic granuloma group and from the ap- 
pearance of the lesions should be called Letterer- 
Siwe’s disease.” 

Treatment during the various admissions 
consisted of acetylsalicylic acid, elixir diphenhydra- 
mine (Benadryl), calcium gluconate, tripelennamine 
(Pyribenzamine), phenobarbital, and penicillin and 
streptomycin intramuscularly. 

Laboratory findings during his admissions with 
reference to the urine were negative, and his chest 
rays were negative. The blood count showed a per- 
sistent mild anemia. 

The patient was then transferred to a hospital 
in Chicago in January, 1953, for radioactive phos- 
phorus therapy. While in Chicago the patient 
received x-ray therapy, blood transfusions, corti- 
cotropin (ACTH), and a total of 1.5 yc of radio- 
active phosphorus. His rash becamé worse; 
leukopenia, cytopenia, and anemia were then 
marked, his hemoglobin being 5.0 gm. Transfusions 
were followed by jaundice. On the night two 
months after transfer to Chicago his condition 
became extremely grave and an emergency splenec- 
tomy was performed with little hope of recovery, 
but a dramatic change took place. He not only 
recovered from the operation, but his dermatitis 
completely faded; the liver returned to normal 
size, and, his blood cell counts remained normal. 
The lesion in the right occiput bone healed, but 
small lesions were found in the left occiput and 
the frontal bones. X-ray examination three months 
later showed these to be healing. By July, 1952, 
he was reported as doing well, and since then he 
has continued to do very well. At the time of the 
writing of this paper, I was informed in a letter 
from his physician that this child is normal in 
height and weight, has no anemia, and that the old 
bone and skin lesions have remained healed and 
no new lesions have formed. 

Case 2.—A boy was first admitted to Milwaukee 
Children’s Hospital on Dec. 5, 1954, at the age of 7 
months, because of restlessness, irritability, and 
hemorrhages in the skin over the temporal areas. 
Examination disclosed numerous tiny petechial 
hemorrhages bilaterally over the temporal areas. 
The rest of the skin was entirely clear. His 
temperature on admission was 101.2 F, and there 
were no other positive findings present. On the 
second hospital day, similar petechial lesions ap- 
peared in the inguinal area and the patient’s skin 
became yellow and this was diagnosed as a caro- 
tenemia. X-rays of the chest showed a central 
pneumonia and a large thymic shadow. The pos- 
terior auricular lymph nodes became enlarged, and 
a lymph node bicepsy was performed. The micro- 
scopic report was reticuloendotheliosis. 

A bone marrow examination performed showed 
hyperplastic bone marrow, possibly related to 
reticuloendotheliosis. On Dec. 22, 1954, a biopsy 

















was done in the area of the groins where numerous 
petechial lesions were present, and reported as 
‘reticuloendotheliosis. : 

The x-ray of the chest revealed enlarged medi- 
astinal glands. Skull x-rays showed no evidence of 
recent or old fracture and laboratory findings 
were normal. On Dec. 23, 1954, examination re- 
vealed vesiculopustular lesions in the groins and 
numerous petechial hemorrhages with desquamation 
on the scalp, in the axillae, and on the thighs. This 
was diagnosed as seborrheic dermatitis of the scalp 
and moniliasis of the groins. 

He benefited from potassium permanganate wet 
dressings and a fungicidal ointment. On Jan. 7, 
1955, he was dismissed with the diagnosis of Let- 
terer-Siwe’s disease (reticulo-endotheliosis). 

Three weeks later.he was again admitted at the 
age of 8 months. On examination he had numerous 
purpuric lesions over his entire scalp and in the 
groins and on the abdomen. No vesicular lesions 
were present. The liver and spleen were enlarged 
and his temperature was 102.6 F on admission. On 
Feb. 22, 1955, a splenectomy was performed, and 
microscopic examination showed reticuloendothelio- 
sis. A liver biopsy was also performed, and a 
diagnosis of Letterer-Siwe’s disease was made. 

Treatment consisted of blood transfusions, tet- 
racycline (Achromycin), penicillin, erythromycin, 
and cortisone. He died on April 19, 1955. 

Postmortem Interpretation.—Primary contribut- 
ing causes of death: Reticuloendotheliosis—Let- 
terer-Siwe’s disease with involvement of the skin, 
abdominal and mediastinal nodes, liver, thymus, 
lungs, and bone marrow; jaundice; osteomyelitis, 
and destruction of the body of the eight thoracic 
vertabrae; pulmonary emphysema and_ broncho- 
pneumonia. 

Case 3.—A girl was first admitted on March 17, 
1955, at the age of 11 months, because of a cough 
and coryza. On March 12 a rash had developed 
on her back: Within the next three days the erup- 
tion spread to the groins, axillae, face, and neck. 
Two days later enlarged lymph nodes were ob- 
served in the neck. 3 

Her temperature was 100.6 F. Numerous pur- 
puric and papular lesions were present on the 
trunk, with purpura in the groins and on the neck. 
The. cervical submaxillary and axillary nodes were 
enlarged. The liver and spleen were not palpable. 
X-ray examination of the chest, skull, lungs, and 
bones showed delayed bone age. The chest showed 
‘increased density of both lung fields with minimal 

. effusion on the right, and the spleen was enlarged. 
‘The laboratory findings revealed a marked anemia 
as her RBC. was 2,310,000 and hemoglobin 4.0 gm. 
_ per 100 cc. The patient received two transfusions 
while in the hospital. X-ray examination of the 
chest, skull, and long bones showed delayed bone 
“age; chest x-rays showed increased density of both 
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lung fields, minimal effusion on the right, and en- 
larged pulmonary spleen. X-ray diagnosis: “In 
view of the history, pulmonary findings are con- 
sistant with reticulosis.” A lymph node biopsy 
and skin biopsy were done and reported with this 
comment: “Although I would hesitate to make 
the diagnosis of reticuloendotheliosis on the histo- 
logical findings alone, I believe that these findings 
are compatible with such a diagnosis. Diagnosis: 
Reticuloendotheliosis.” 

A bone marrow examination revealed “Normo- 
blastic and reticuloendothelial bone marrow, prob- 
ably associated with a hemolytic phase. of 
Letterer-Siwe’s disease.” The patient was dismissed 
on March 30, 1955, with the final diagnosis of 
reticuloendotheliosis, Letterer-Siwe’s type. 

She was again admitted at the age of 12 months. 
Physical examination on admission at this time 
revealed an acutely ill, very pale, irritable white 
female child. Examination showed many maculo- 
papular scaly and some crusted lesions on her 
scalp, face, ears, and neck, and purpura on the 
back, groins, and abdomen. The cutaneous findings 
were diagnosed as compatible with Letterer-Siwe’s 
disease. The lymph nodes of the posterior auric- 
ular, preorbital, and submaxillary and inguinal 
areas were enlarged. A blood transfusion was 
given because of the continued anemia. The pa- 
tient’s course in the hospital was gradually down- 
hill. A splenectomy was performed, following 
which the condition stabilized until May 4, 1955, 
when new skin lesions appeared on the face and 
hands and the liver became enlarged. Corticotropin 
therapy was instituted, and this was maintained 
with some improvement in the skin lesions and 
apparent stabilization of the entire clinical picture. 
The patient was continued on corticotropin therapy 
and also received oxytetracycline (Terramycin) 
and chloramphenicol (Chloromycetin), with some 
benefit. She was dismissed on June 18, 1955. 

The patient was again admitted three weeks 
later, at the age of 15 months. The skin eruption 
had healed about a week after her dismissal but it 
recurred again in one week. She had continued 
taking cortisone by mouth in the interim. Physical 
examination on admission showed an ill, very ir- 
ritable infant. A red papular eruption was present 
on the scalp over the temporal areas and about the 
eyes. Her face was moon-shaped. Temperature 
was 103.6 F. The liver and spleen were enlarged. 
She continued to develop papular lesions over the 
trunk, and on July 20 numerous purpuric lesions 
appeared over the entire body. The respirations 
became difficult, and she was given five blood 
transfusions, 

On Aug. 5 she died. The report of the post- 
mortem examination was:as follows: “Generalized 
malignant nonlipoid reticuloendotheliosis, Letterer- 
Siwe’s disease. Giant-cell pneumonia, widespread 
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Fig. 1 (Case 4).—Letterer-Siwe’s disease in a 
boy aged I4 months. The anterior view shows the 
distribution of purpuric and scaly papular lesions 
on the trunk, and ulcer in the right groin. 


purpura of the skin and mucous membranes; sur- 
gical abscess of the spleen; cutaneous and sub- 
cutaneous abscess formations and anemia. 

Case 4.—A boy was seen on Aug. 24, 1955, 
when he was 6 months of age. His mother stated 
that about March 1, 1955, when 2 weeks old, he 

- developed scaly red lesions on his scalp. On ex- 
amination numerous scaly and some crusted pap- 
ular lesions were on his scalp and_ trunk, 
with an eczematoid eruption present on the groins 
and the axillae. Vesiculopustular lesions were 
scattered in the groins and axillae, and an ery- 
thematous papular eruption was on the arms and 
legs. 

The diagnosis at that time was seborrheic derma- 
titis of the scalp, face, neck, and chest, and 
moniliasis of the groins and axillae. Treatment 
consisted of potassium permanganate wet dress- 
ings, a fungicidal ointment, and Tarfoam shampoo 
(a liquid tar soap preparation containing 5% al- 
cohol). He improved somewhat, but on Nov. 9, 
1955, an ulcer, 8X6 mm. appeared in the right 
groin and a ulcer 3 mm. in diameter appeared in 
the left axilla. In December, 1955, three safety- 
matchhead-sized red nodules appeared on his an- 
terior trunk, two on the chest, and one on the 


abdomen above the umbilicus. About Jan. 13, 1956, 


a purpuric eruption appeared on the anterior and 
posterior trunk. The infant was hospitalized on 
Jan. 22, 1956. On examination at that time the 
ulcers in the. right groin and left axilla had 
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enlarged. Numerous purpuric and scaly papular 
lesions were observed on the trunk and scattered 
scaly red papular lesions were over the scalp, 
ears, and neck. A 6 mm. dome-shaped reddish- 
brown nodule was present on the chest near the 
zyphoid process and a smaller similar nodule on 
the left lower chest and one near the umbilicus. 
The liver and spleen were not enlarged, but the 
posterior auricular nodes were enlarged. He was 
seen in consultation by a pediatrician, who con- 
curred in the diagnosis of Letterer-Siwe’s disease 
even though the liver and spleen were not enlarged. 

Microscopic examination of the nodule on the 
chest showed it to be Letterer-Siwe’s disease. X- 
ray of the skull and long bones showed no ab- 
normalities. The Mantoux test was negative, and 
the urine, serology, and blood count were normal. 
Examination of the chest showed normal heart and 
mediastinum, but a fine, almost milliary, nodula- 
tion was present throughout both lung fields, which 
was thought to be due to obscure systemic dis- 
ease. “Milliary tuberculosis and histiocytosis should 
be considered.” 

This patient was last seen’in the office on April 
17, at which time the ulcers in the right groin 
and left axilla were smaller. Treatment with cor- 
tisone was started on April 3, 1956. 


. 


Fig. 2 (Case 4).—Closer posterior view of the 
patient shown in Figure 1 








UMI 














UMI 








LETTERER-SIWE DISEASE—SKIN LESIONS 


Comments 


These cases of Letterer-Siwe’s disease 
present a focal and generalized proliferation 
of the cells of the reticuloendothelial sys- 





Fig. 4 (Case 4).—Microscopic features of the 
skin under high power, showing the heavy infiltra- 
tion of several .dermal papillae by rather large 
reticuloendothelial cells, quite uniform in size and 
staining reaction, and confined to the upper dermis. 
There is beginning thinning of the overlying epi- 
thelium 





tem. Fever, anemia, dermatitis, spleno- 
megaly, hepatomegaly, and constitutional 
symptoms were usually present. The path- 
ological basis of Letterer-Siwe’s disease is 
a proliferative change in the cells of the 


Fig. 3 (Case 4)— 
Close-up of nodular ulcer 
in the right groin shown 
in Figure 1. 


Fig. 5 (Case 4).—Multiple discrete and con- 
fluent granulomatous nodules composed chiefly of 
reticuloendothelial cells in the spleen. The capsule 
has been thinned by pressure and normal land- 
marks obscured by the nodules. 








Fig. 6 (Case 4)—A high-power microscopic 
view of one of the nodules in the spleen which 
illustrates the manner in which the reticuloendo- 
thelial cells and fibroblasts are arranged radially 
around a central area of hyalin change. The loss 
of normal architecture and the absence of caseous 
necrosis are evident. 


reticuloendothelial system resulting in the 
formation of granulomatous lesions. These 
lesions may account for the radiological ap- 
pearance, and later degenerative changes 
may produce a honeycomb lung. 

Case 1 demonstrates the chronic course 
of Letterer-Siwe’s disease starting at 5 
months of age and going into remission at 
3 years of age. The cutaneous involvement 
was soon followed by involvement of bone, 
which was diagnosed microscopically as 
eosinophilic granuloma. The liver and 
spleen were then involved, showing evidence 
of the sytemic nature of the disease, and 
then there was an increase in the skin 
lesions. The diagnosis of Letterer-Siwe’s 
disease was made on the. microscopic find- 
ings of the skin nodule. Splenectomy was a 
life-saving measure and no doubt played a 
part in prolonging his life. 

Cases 2 and 3 illustrate the more rapid 
course of the disease, lasting only four and 
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five months respectively. In both cases the 
cutaneous lesions were among the initial 
presenting features, together with fever, 
restlessness, irritability and cough. Both 
infants showed evidence of early systemic 
involvement, with lymph node involvement 
and bone marrow changes, splenomegaly, 
and hepatomegaly. Splenectomy and steroid 
therapy did not alter the ultimate course of 
the disease té any degree. 

Case 4 had the onset of the condition 
when 2 weeks of age with red papular scaly 
lesions on his scalp. This case illustrates 
the more serious involvement of the skin, 
with nodules and ulcerations predominating. 
The unusual feature in this case is the lack 
of bone involvement and the absence of an 
enlarged liver and spleen. The .chest in- 
volvement simulated that of tuberculosis. 
This patient’s coursesat.the time of this 
writing remains thé same. 

Prognosis concerning these patients must 


await developments: Evidence of systemic. 


involvemént generally means poor prognosis. 


Treatment must necessarily be supportive at 


the present time. Corticotropin and corti- 
sone have not been of great value. Irradia- 
tion to localized lesions of the skin and 
bone is probably of some value ; however it 
is difficult to determine accurately as many 
of these lesions heal spontaneously. At 
autopsy the microscopic picture of involved 
organs is a massive infiltration of histiocytes 
replacing and pushing aside normal ele- 
ments. All or any organs and tissues may 
be involved by this process. 


Summary 


The clinical features of Letterer-Siwe’s 
disease, with special emphasis on the cu- 
taneous manifestations of this condition, 
are discussed, and four cases are presented. 
The condition is a rare nonlipoid reticulo- 
endotheliosis, occurring most frequently in 
children under the age of 2 years. It is 
usually fatal. The skin lesions vary and 
may be scaly red papular lesions which are 
most numerous on the scalp, face and neck, 
simulating a seborrheic dermatitis. A sec- 
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ond group of lesions consisting of vesicules 
and vesiculopustules may be present, simu- 
lating a trichophytosis or monilial infection. 
Two of the cases showed .purpuric and 
petechial lesions, and one case showed cu- 
taneous nodules and ulcerative lesions in 
addition to the vesiculopustular and scaly 
dermatitis. Most patients show a low-grade 
anemia which is hypoplastic in nature. 
Splenomegaly, hepatomegaly, and lymph- 
adenopathy were important findings. X-rays 
of the bones may reveal cystic lesions pres- 
ent, and the chest x-ray may show nodular 
infiltration of the lung fields simulating 
tuberculosis. Microscopic examination of 
the bone lesions, lymph nodes, and skin 
lesions revealed marked proliferation of 
histiocytes which showed a peculiar mor- 
phology. Bone marrow examinations show 
hyperplastic bone marrow. 

Treatment of the disease is unsatisfac- 
tory, but antibiotics, steroids, splenectomy, 
and radiation therapy of the bones may 
prolong life. The course of the disease is 
usually fatal. Infants with the aforemen- 
tioned types of skin disease that do not 
respond to appropriate therapy should be 
examined thoroughly for splenomegaly, 
hepatomegaly, and lymphadenopathy. X-ray 
of the chest and bones may reveal systemic 
involvement of Letterer-Siwe’s disease. 


Dr. Gorton Ritchie and Dr. Dann B. Claudon 
reviewed the microscopic sections and reported on 


the histologic findings. Dr. Leo Timp assisted in 
reviewing the case records at Milwaukee Children’s 
Hospital. 

298 E. Wisconsin Ave. (2). 
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Adenoacanthoma 


A Dyskeratotic Squamous-Cell Carcinoma with Tubular and Alveolar Formations 


BERNARD A. WANSKER, M.D.; J. GRAHAM SMITH Jr.,M.D., and SIDNEY OLANSKY, M.D., Durham, N. C. 


Introduction 


Carcinomas believed to be of eccrine 
sweat gland origin with glandular as well 
as epidermal elements have been reported 
by Lever under the designation adenoacan- 
thoma of sweat glands.* It is the purpose 
of this paper to present two additional cases 
of adenoacanthoma to call attention again 
to this unusual but interesting entity and 
to comment briefly upon its clinical, histo- 
genetic, and histopathologic features. 

According to Lever, these tumors clin- 
ically resemble squamous-cell carcinomas. 
They show shallow ulceration and may have 
a verrucous surface. Their site of predilec- 
tion is the face, especially the ears. 
Adenoacanthomas show tubular and alveolar 
lumina lined with one or several layers of 
epithelium. In areas where ‘the lumina are 
lined with a single layer of epithelium, the 
epithelial cells. have the appearance of 
glandular cells, but in areas with several 
layers of epithelium, squamous and partially 
keratinized cells usually form the inner 
layers. The lumina are filled with des- 
quamated cells, many of which are par- 
tially or completely keratinized. In addition 
there are solid areas which have the appear- 
ance of squamous-cell carcinoma. Atypical 
eccrine sweat glands and sweat ducts are 
present within or at the periphery of these 
tumors.* 

Lever has suggested two theories as to 
the histogenesis of these tumors: First, 
these tumors may be adenocarcinomas of 
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eccrine glands with metaplasia of glandular 
into squamous epithelium. The presence of 
various stages of development of glandular 
cells into squamous and keratinized cells is 
in favor of this theory. Or, second, these 
tumors may represent carcinomas of the 
epidermal as well as the dermal portion of 
the eccrine sweat ducts. Because it was 
previously. thought that inside the epidermis 
the walls of the sweat ducts are formed by 
squamous cells and not by glandular cells, 
it was believed possible that carcinomatous 
anaplasia affecting the sweat duct could pro- 
duce not only an adenocarcinoma but also a 
squamous-cell epithelioma.? 

Since the second theory was proposed, 
it has been shown that the epithelium of 
the sweat duct in the epidermis is not com- 
posed of squamous cells. 

Borelli has regarded these tumors as 
dyskeratotic squamous-cell carcinomas which 
arise from the hair follicle and tend to 
imitate the structure of glands which de- 
velop embryologically together with the 
follicle.t 

Lever also has stated that it was possible 
that these tumors were squamous-cell carci- 
nomas of alveolar growth in which there 
was considerable individual cell keratiniza- 
tion, resulting in acantholysis in the center 
of the alveolar formations. 


Report of Cases 


Case 1.—A 59-year-old white man was admitted 
to Duke Hospital on the Plastic Surgery service 
on Aug. 29, 1955. He had noted a small ulcer on 
his nose 15 years previously. This lesion was wart- 
like and had been electrodesiccated three times, 
each time with recurrence. During the previous 


+ References 3 and 4. 
t+ References 1 and 5. 
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Fig. 1 (Case 1).—Photograph of facial lesion. 


two to three years the lesion had increased in size, 
with erosion and ulceration of the left side of the 
nose. This lesion, which began as a soft mass on 
the naso-orbital fold had discharged a “sticky” 
substance on several occasions. Except for slight 
pain the lesion had been asymptomatic. 

Physical Examination.—The distal portion and 
the left side of the nose was involved in an erosive 








process which on the left exposed the nasal septum. 
The border was “rolled” and firm. The base was 
granulomatous and there was crusting at the edges 
of the lesion. There were scaling hyperkeratotic 
lesions around the nose and on the forehead. There 
were no palpable cervical lymph nodes. 

The initial impression was basal-cell epithelioma 
(rodent ulcer) with secondary infection. 

Present Addresses: Dr. Wansker, 403 N. Tryon 
St., Charlotte, N. C.; Dr. Smith, Jackson Memo- 
rial Hospital, Miami, Fla. 

The entire nose, glabella, and a portion of the 
forehead skin and skin of the cheeks on both sides 
of the nose were removed surgically as a block 
excision. 

The patient was discharged on Sept. 19, 1955, 
to return in 8 to 12 months for reconstruction. 

He was seen on Oct. 26, 1955, in the outpatient 
clinic, at which time there was no evidence of 
recurrence. 

He died at home on Jan. 21, 1956, presumably 
of an unrelated disease. No postmortem exaimina- 
tion was performed. 

CasE 2.—A 61-year-old white male farmer was 
first seen in the Dermatology Clinic at Duke Hos- 
pital on Feb. 20, 1956. Over a period of two to 
three months, he had developed a pzapillomatous 
lesion anterior to the left ear. This began as a 
pruritic papule and increased in size rapidly. 

Physical Examination—On the left cheek, just 
anterior to the left ear, was a pedunculated tumor 
which was crusted and exuded purulent material 
on pressure. The base of the lesion measured ap- 
proximately 1.5 cm. in diameter and the lesion pro- 
truded approximately 2.0 cm. No cervical lymph 
nodes were palpable. 


Fig. 2 (Case 1).—The epi- 
dermis on the right two- 
thirds of the field is quite 
acanthotic. On the left side 
of the field, the epidermis is 
destroyed by the dermal ele- 
ments. The dermis is filled 
with extensive tubular and 
alveolar lumina which are 
haphazardly oriented. The 
area in the square indicates 
a direct, abrupt transition 
from the acanthotic epider- 
mis to the tubular and alveo- 
lar elements. x 28. 
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Fig. 3.—Higher magnification of enclosed area 
in Figure 2. The acanthotic epidermis shows many 
areas of premature keratinization. There are sev- 
eral keratotic whorls and a general loss of polarity 
of the squamous cells. The transition to tubular 
and alveolar lumina is clearly shown. x 69. 


Fig. 4.—Higher magnification of en- 
closed area in Figure 3. The tubular and 
alveolar lumina are disorderly arranged. 
They are lined with cells which vary in 
size, shape, staining characteristics, and 
which show a number of mitotic figures. 
There is considerable individual cell ker- 
atinization. A chronic inflammatory infil- 
trate is found in some of the lumina. In 
the upper portion of the field, the transi- 
tion zone is shown again to be a direct 
merging of acanthotic epidermis with 
tubular and alveolar elements. X 237. 
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The initial impression was that the lesion repre- 
sented a pyogenic granuloma, although a malig- 
nant melanoma and squamous-cell carcinoma were 
also considered. 


The lesion was surgically excised under local 
anesthesia, and the base was thoroughly electro- 
desiccated. 


The patient returned in three weeks, at which 
time the site of the lesion was crusted and there 
was a small nodular lesion beneath the crust. This 
crust was removed, and the lesion was curetted. 
A letter from the patient on April 6, 1956, stated 
that the lesion had healed completely. 


Comments 


As in Lever’s cases,? our patients were 
males in the sixth decade, who had had 
their lesions on the face, but only one had 
been of rather short duration. The other 
case had been of 10 to 15 years’ duration. 
Although follow-up has not yet been long, 
cure has apparently been effected by simple 
surgical excision and no evidence of metas- 
tasis has been found. 


Histologically, our cases have been re- 
viewed by Lever, and he agrees 


with the 
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Fig. 6 (Case 2).—The epi- 
dermis is partly destroyed 
by the dermal ‘elements. 
Proliferating epidermis ex- 
tends quite deep into the 
dermis. The dermis is com- 
posed of extensive tubular 
and alveolar elements ar- 
ranged in a random fashion. 
x 22. 


diagnosis of adenoacanthoma in both tu- 
mors.§ 

We have been impressed with the clear- 
cut merging of so-called atypical glandular 
elements with epidermis and therefore have 
not accepted Borelli’s interpretation. We 
have concluded that these elements were 
not, in fact, glandular elements, but rep- 
resent, as Lever has suggested, dyskeratotic 
squamous-cell carcinomas with tubular and 
alveolar formations. 


§ Lever, W. F.: Personal communication to the 
authors. 


Fig. 5 (Case 2)— 
Photograph of lesion near 
ear. 


The problem as regards the malignancy 
of the lesions seems only to resolve itself 
into a question of degree rather than fact. 
From the clinical experience now available 
it would appear that the degree of metastatic 
malignancy is less than the histologic pic- 
ture would suggest. 


Summary and Conclusion 


Two cases of adenoacanthoma are pre- 
sented. It is felt that these tumors are 
dyskeratotic squamous-cell carcinomas with 
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Fig. 7.—Higher magnifi- 
cation of enclosed area in 
Figure 6. The generalized 
transition from deeply pro- 
liferating epidermis to tubu- 
lar and alveolar elements is 
demonstrated. In the center 
of the field a large space is 
present in the stroma whose 
border is formed by the 
tubular and alveolar ele- 
ments. It contains capillaries 
and a chronic inflammatory 
infiltrate. < 69. 


tubular and alveolar formation and _ that 
they probably have little tendency to 
metastasize. 
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Fig. 8—Higher magnifica- 
tion of enclosed area in Fig- 
ure 7. Loss of polarity and 
hyperchromatic nuclei are 
seen in the epidermal pro- 
liferations. The transition to 
cells forming tubular and 
alveolar lumina is shown. 
These cells vary greatly in 
size, shape, and _ staining 
reactions, and show a num- 
ber of mitotic figures. There 
is considerable individual cell 
keratinization. x 119. 
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Antagonistic Diseases 


JOSE MARIA M. FERNANDEZ, M.D., Rosario, Argentina 


The belief that leprosy and tuberculosis 
are antagonistic diseases is based on immu- 
nological, clinical, and epidemiological facts. 
It is in fact a very seductive belief, which, 
if confirmed, would clear up many obscuri- 
ties, but in spite of the various factors in 
its favor, conclusive proof has not yet been 
attained. 


The Hypothesis and Its Basis 


A previous tuberculosis infection in an 
organism attacked by Mycobacterium leprae 
has the power of affording a certain grade 
of protection or resistance against the viru- 
lence of the latter bacterium, sometimes 
even preventing the disease (absolute immu- 
nity) or preventing the onset of the malig- 
nant form (relative immunity). This 
protective action can be brought about by 
an inoculation with attenuated tubercle ba- 
cilli (BCG). 

Before discussing the bases for this hy- 
pothesis, but bearing it in mind, let us 
examine the prospects of a person exposed 
to infection from an open leprosy focus. 

I. Exposure During Birth or Early Infancy 
(Family focus of infection: diseased 
parents, siblings or grandparents). 
Possibility of a Specific Spontaneous 

Immunization: According to the theory 

maintained by Rodriguez,!* Souza Campos,'* 

and Fernandez,’ the child is protected in 
this first step of its life by a transitory 
unspecific congenital resistance which allows 
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it .to combat with relative success an attack 
by M. leprae. In this group, clinically sound 
individuals who are lepromine-positive and 
tuberculin-negative, and cases of benign 
types (infantile tuberculoid form) predomi- 
nate. 

According to my personal experience‘ 
32% of the children of lepromatous lepers 
become infected, the disease being benign 
in 77% of these cases. 

II. Exposure During Second Infancy and 
Adolescence (Focus of infection, fre- 
quent contact outside the family). 

In these cases there is very little possi- 
bility of “specific spontaneous immuniza- 
tion.” A previous protective tubercular 
infection is infrequent. In this group clin- 
ically sound lepromin-negative and tubercu- 
lin-negative cases and cases with a 
malignant type of disease, also tuberculin- 
negative, predominate. 

III. Exposure of Adults. A previous pro- 
tective tuberculosis infection (sponta- 
neous unspecific immunization) is very 
frequent. 

In this group clinically sound persons 
who are lepromin- and tuberculin-positive, 
and cases of benign types which are tuber- 
culin-positive, predominate. - 

According to my experience 18% of the 
marriage partners of Type L cases become 
infected, 87% of whom acquire benign 
forms of the disease. 

From the foregoing it may be deduced 
that under certain circumstances a person 
exposed to contact can defend himself ef- 
fectively from the onslaught of M. leprae 
without undergoing a previous tuberculosis 
infection (Group I). It is also evident that 
the most dangerous period of life as regards 
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infection is that of second infancy and ado- 
lescence. In this stage the possibility of a 
specific spontaneous immunization is re- 
mote and the presence of a protective tuber- 
culous infection infrequent. 

The reasons upon which the hypothesis 
that tuberculosis and leprosy are antago- 
nistic diseases is based will now be exam- 
ined. As already stated they can be classed 
as immunological, clinical, and epidemio- 
logical. 


Immunological Bases 


The capacity of resistance by the organ- 
ism to M. leprae is shown by a positive 
lepromin reaction. The living, attenuated, 
or dead Koch’s bacillus can provoke a posi- 
tive lepromin reaction. Thus, the tubercu- 
losis factor can be an obstacle in the 
development of a malignant leprosy infec- 
tion. 

Bieling ? showed, in 1936, that a preexist- 
ing infection with Koch’s bacillus, by 
modification of the medium, might exercise 
an influence over the development of other 
infections, especially leprosy. Cummins and 
Williams * proved that the Mitsuda reaction 
was positive in a high proportion of persons 
who had tuberculin-positive reactions but 
were free from leprosy contact. Fernandez ® 
in 1939 showed that inoculation of BCG in 
sound persons could change a negative 
lepromin reaction to positive. Chaussinand 
and Fernandez proved that this positiviza- 
tion could also be obtained by injection of 
dead tubercle bacilli. Finally, the work of 
Rosemberg, Souza Campos, and Aun, 
totally confirms the preceding observations, 
showing that the tuberculosis factor has a 
decisive influence on the immunological re- 
actions to leprosy. There is now an exten- 
sive and authoritative literature on the sub- 
ject regarding which especial mention 
should be made of the work of Olmos 
Castro,4* Azulay,} Neyra Ramirez,!* Lowe 
and McNulty,!* Dharmendra and Jaikaria.® 

The study of tuberculin sensitivity in 
leprosy patients should give conclusive evi- 
dence in this matter. For example, if a 
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previous tuberculosis infection protects the 
individual, preventing the occurrence of 
malignant leprosy, it is to be expected that 
amongst lepromatous cases there should be 
a predominance of tuberculin-negatives and 
that among the tuberculoid cases positives 
should predominate. However, it is not such 
a.simple matter, as the following considera- 
tions will explain. 

In the first place it must be remembered 
that a person free from tuberculosis can 
also defend himself effectively from leprosy 
or merely acquire a benign form. Thus it 
is possible to find cases of tuberculoid 
leprosy which are tuberculin-negative, with- 
out upsetting the hypothesis (Group I). 

In the second place, when one is faced 
with a leper with a positive tuberculin re- 
action, it is not always possible to tell if 
the tuberculous infection giving rise to this 
positive reaction was previous to or ac- 
quired after the leprosy infection. This 
means that a lepromatous case with a posi- 
tive tuberculin reaction, does not invalidate 
the theory either, and also that a tuberculoid 
case with a positive tuberculin reaction may 
also be discussed as proof of the hypothesis, 
as we shall see further on. 

Lastly, if the lepromatous case is unable 
to react positively to lepromin, it is neces- 
sary to ask if this same inhibitory factor 
does not also act on the tuberculin reaction, 
preventing its becoming positive. It has 
been suggested that there ts anergy or hy- 
posensitivity to tuberculin in lepromatous 
cases, attributable to the same cause as that 
responsible for the negativity to lepromin. 
This means to say that when one is faced 
with a tuberculin-negative lepromatous case 
it is logical to ask if the case is tuberculin- 
negative because of the absence of a pre- 
vious protective tuberculous infection, or if 
the case is tuberculin-negative because of 
an inhibitory factor on the tuberculin reac- 
tion inherent in the lepromatous state. 

- Recent work by Hale and associates 
brings valuable evidence which tends to 
confirm the hypothesis of the protective 
action of tuberculosis against leprosy infec- 
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tion. These authors show, in the first place, 
that among the lepers of Malaya, especially 
among the children, the index of positive 
tuberculin reactions is much lower than in 
the healthy population. They show in the 
second place that intradermic inoculation 
with BCG in a group of 135 tuberculin- 
negative leprous children (106 of whom 
were Type L) provoked the positivization 
of the Mantoux reaction in 58% of cases. 
Finally they showed that in the course of 
18 months, 19 patients (12 lepers and 7 
atypical cases) who entered the Colony with 
negative Mantoux reactions became spon- 
taneously positive. 

This shows that lepers, even of lepro- 
matous types, can become tuberculin-posi- 
tive after they have acquired that disease. 
It also shows that leprosy does not protect 
the patient from a tuberculous infection. 
And finally it suggests that leprosy attacks 
preferentially a group of the population 
made up of tuberculin-negative persons. 

I myself have studied the sensitivity to 
tuberculin amongst leper patients and the 
following are the results of my observations 
in the first 100 cases,* the majority of 
which were nonhospitalized adults: 

Type L (44 cases) 

Mantoux positive: 19 (43%) 

Mantoux negative: 25 (57%) 
Type T (39 cases) 

Mantonx positive: 38 (97.4%) 

Mantoux negative: 1 (2.5%) 
Type I (17 cases) 

Mantoux positive: 12 (70%) 

Mantoux negative: 5 (30%) 

Without trying to arrive at any con- 
clusions from these few results, I merely 
point out the marked difference in the num- 
ber of positives in the L cases (43%) 
and the T cases (97.4%). 


Clinical Bases 


Comparative clinical study of the develop- 
ment in persons exposed to leprosy, whether 
or not with previous M. tuberculosis infec- 


tion, also supports the hypothesis of an 


* Old tuberculin of Koch prepared in the Mal- 
bran Institute of Buenos Aires in concentrations 
of 1:1000 was used for these tests. 


. tion, 


antagonism between the two diseases. 

Montestruc ¢ proved that persons living 
with lepers when vaccinated with BCG were 
more protected than the nonvaccinated, since 
lepromatous forms were found among the 
latter and did not occur among the former. 
Souza Campos ?* found only tuberculoid 
forms among the BCG-treated persons liv- 
ing with lepers, but lepromatous forms 
amongst the nonvaccinated, the latter having 
an infection index 10 times as high. Convit 
and associates * also found only tuberculoid 
cases amongst those living with lepers and 
one lepromatous case which occurred in the 
only person untreated with BCG. Fernan- 
dez® studied the clinical development and 
immunology in three groups of persons 
living with lepers — tuberculin-negatives, 
tuberculin-positives, and those vaccinated 
with BCG—finding that the index of infec- 
tion and the malignancy of the infected 
cases was much greater in the first group 
than in the other two. The only lepromat- 
ous cases found in children living with 
lepers were from the group who had no 
M. tuberculosis contacts, that is, who were 
tuberculin-negative. 


Epidemiological Bases 


Comparative epidemiological study of 
leprosy and tuberculosis in different coun- 
tries also supports the hypothesis of an- 
tagonism between the two diseases. 

Chaussinand® has underlined the fact 
that leprosy and tuberculosis are chronic 
infectious diseases, but that the latter. is 
much more infectious and virulent than the 
former; hence, when both attack a popula- 
tuberculosis develops much more 
rapidly and intensely. There will, therefore, 
come a moment when a large section of the 
population has acquired an infection of 
tuberculosis, thanks to which it receives a 
certain grade of resistance to. leprosy. The 
result of this epidemiological phenomenon 
is the gradual elimination of leprosy as 
tuberculosis becomes more _ generalized. 


+ Montestruc, E., and Blache, R.: cited by Lowe 
and McNulty.” 
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Chaussinand affirms, in support of this 
thesis, that England and Germany are the 
two European nations which first reached 
the top of the curve of tuberculosis inci- 
dence and the first in which leprosy dis- 
appeared. In East Africa and Central 
Africa tuberculosis is rare, the tribes who 
have not had contact with Europeans being 
almost completely free from it. In both 
these places the highest index in the world 
for leprosy is observed. 

Neyra Ramirez }* draws attention to the 
fact that along the Peruvian coast tuber- 
culosis is rife at present but leprosy is very 
rare. It is suggestive, however, that during 
the time of the Spanish conquest there was 
so much leprosy along the coast that a leper 
hospital had to be established in Lima. This 
author suspects that the decrease in leprosy 
is due to the propagation of tuberculosis, 
which now has a very high index, there 
being 92% tuberculin-positives among the 
healthy inhabitants of Lima. 

Tuberculosis spreads first in the urban 
centers then later to the rural districts. On 
the other hand, leprosy declines first in 
the cities, while it remains endemic for a 
long time in the rural zones. 

This aspect of the problem should be 
thoroughly investigated because it might 
produce decisive data. The comparative 
index of the incidence of leprosy and 
tuberculosis in town and country should be 
studied. It would also be interesting to 
classify the type of leprosy predominating 
in each region. In the city of Rosario in 
studies carried out with the collaboration of 
Schujman and Vaccaro in 1936, I found 
that the tuberculoid types were 70%, a fig- 


ure which approximates the index of the - 


tuberculin-positive individuals (73%) of its 
population. 


Conjugal Leprosy 
A final argument in favor of the an- 
tagonism between tuberculosis and leprosy 
can be found in the study of conjugal 
leprosy. 
Cases of infection amongst the healthy 
partners living with patients are not very 
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frequent and when they do occur almost 
always take a benign form. 

In an investigation 1° undertaken in 1946 
I found 38 contact cases among 190 mar- 
riage partners, i. e., 20%. Of these, 33 
(87.1%) were tuberculoid and 5 (12.8%) 
lepromatous. These figures coincide with 
those obtained by other authors in different 
countries. 

The question is, how can this low index 
of infection with its high proportion of 
benign cases amongst those who live in inti- 
mate connection with open leprosy cases be 
explained? The answer is that in these 
marriage partners exposed to the infection, 
tuberculin-positives predominate, that is to 
say, persons who have had a previous tuber- 
culosis infection which protects them. In 
the study just mentioned we did not test 
the tuberculin sensitivity of the married 
partners exposed to infection, but it can be 
presumed that tuberculin-positives predom- 
inated, since in our environment (Rosario) 
the index of positive tuberculin ir. the adult 
population is around 75%. 


Comment 


From these data we gather the impression 
that there does exist some kind of. antag- 
onism between tuberculosis and leprosy in 
the sense that the former renders the sys- 
tem more resistant to the latter. It would 
be interesting to know if the reverse occurs, 
that is to say, if a leprosy infection would 
attenuate the pathogenic action of M. tuber- 
culosis. We have already seen that a leper 
can acquire tuberculosis and we also know 
that it is a frequent cause of death among 
hospitalized lepers, but it would be interest- 
ing to know the course of. this tuberculosis 
infection according to whether the leper had 
a malignant (L) or benign (T) type. It 
would be especially interesting to discover 
how a patient with tuberculoid leprosy de- 
fends himself against a tuberculous infec- 
tion acquired after his leprosy. It would 
also be of great interest to know how 
persons of the indeterminate group who 
have already had a “spontaneous specific 
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immunization” against leprosy, react when 
attacked by M. tuberculosis. 

In order to come to definite conclusions 
regarding this possible antagonism between 
leprosy and tuberculosis it would be con- 
venient to plan a line of study embracing 
the following points: 

(a) A comparative study of the clinical and 

immunological development in tuberculin- 


negative, tuberculin-positive, and BCG- 
treated persons living in contact with lepers. 


(b) An investigation of the tuberculin-positive 
index in rural and urban districts and of 
the leprosy index and. the predominating 
type. 

(c) A study of conjugal leprosy and its relation 
to tuberculin allergy. 

(d) A study of the proportion of infections and 
types of leprosy among the _ tuberculin- 
positive and tuberculin-negative immigrants 
who settle in endemic zones. 

(e) A study of the development of tuberculin 
sensitivity among hospitalized lepers. 

(f) A comparative study of the development of 
a tuberculous infection in tuberculoid and 
lepromatous patients. 


Summary 


The hypothesis that leprosy and tuber- 
culosis are antagonistic diseases is discussed 
from the immunological, clinical, and epi- 
demiological points of view. 

The immunological arguments are based 
on the fact that a spontaneous tuberculous 
infection or one induced by BCG, exercises 
a positivizing influence on the lepromin re- 
action. Granted that a positive lepromin 
reaction in leprosy means good resistance 
to the disease, this also means that the 
tuberculous factor obstructs or inhibits the 
pathological action of M. leprae. 

The clinical arguments are based on the 
comparative study of the development of 
leprosy in tuberculin-positive and tuber- 
culin-negative persons living with lepers. 
The index of infection and its gravity are 
greater in the tuberculin-negatives. 

The epidemiological arguments are chiefly 
based on the fact that the leprosy index is 
lower where the population has a high 
tuberculous index and vice versa. 


The study of conjugal leprosy also gives 
data in favor of the antagonistic action 
between leprosy and tuberculosis. 

The importance of this theory is empha- 
sized, and a plan of work to confirm or 
disprove it is suggested. 
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Disseminated Pathergic (Allergic) Granulomatosis 


The Histopathological Picture of a Cutaneous Lesion: Report of a Case 


MAJOR CHARLES S. LINCOLN Jr. (MC), U. S. Army Reserve 


A bizarre condition involving tissue 
changes in the respiratory tract, kidneys, 
and spleen was first described by Klinger ! 
in 1931. Subsequently the disease syndrome 
or a very similar syndrome consisting of 
extravascular granulomas and a generalized 
periarteritis nodosa has been described 
under a multiplicity of titles, the most com- 
monly accepted being Wegener’s granulo- 
matosis? and allergic granulomatosis.*4 
More recently, in 1955, Fienberg® sug- 
gested pathergic granulomatosis as the best 
term on the basis of pathogenesis. Pathergy 
as defined by Rossle® is a condition in 
which the application of a stimulus leaves 
the organism in a state in which it is unduly 
susceptible to subsequent stimuli of a differ- 
ent kind. Fienberg® further proposed that 
this condition be divided into two varieties: 
(1) disseminated pathergic granulomatosis, 
and (2) a focal variety in which only a 
single organ or a portion of an organ is 
involved without progression to the dissem- 
inated form. 

This paper is primarily concerned with 
the infrequently described histological pic- 
ture seen in a skin lesion removed from 
a case of the disseminated type. 

Briefly, the classical findings in this dis- 
ease are increasingly severe asthma, which 
may precede the terminal illness by several 
years, with the eventual development of 
cough, weakness, fever, night sweats, hem- 
optysis, and leukocytosis with eosinophilia. 
The eosinophilia may fluctuate, having 
reached 84% of: the total white count in 
one case, and may drop rapidly before 
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death. Recurrent bouts of pneumonia often 
simulating Loeffler’s pulmonary infiltration 
are constant findings. Roentgenograms of 
the chest may reveal circumscribed opacities 
that may resemble tumors or abscesses, or 
the disease may start with a miliary type 
infiltration. Ultimately there may be signs 
of kidney involvement. Other notable find- 
ings are anemia and loss of appetite with 
marked weight loss. Less frequent mani- 
festations that have been reported include 
abdominal pain with bloody diarrhea, epi- 
staxis, marked conjunctivitis, photophobia, 
and, of special interest, a number of dif- 
ferent cutaneous lesions. The most frequent 
skin findings are a nonthrombocytopenic 
purpura and deep cutaneous and subcu- 
taneous nodules that may occur on the head, 
tsunk, and extremities, either simultaneously 
or independently. 

The anatomical findings are said to be 
uniform* and grossly are those of peri- 
arteritis nodosa with nodular swellings 
along the course of the small arteries of 
the organs such as the heart, liver, spleen, 
and kidneys. The lungs also usually show 
thickening of the branches of the pulmonary 
arteries with narrowing of their lumina, 
occlusion, and thrombosis, with patchy 
pneumonic consolidation involving, more 
often, the lower lobes. 

Histologically the findings are consistent, 
the commonest lesions involving the extra- 
vascular connective tissue of all parts of 
the body, most frequently the heart. The 
lesions are ‘inflammatory granulomatous 
nodules from 50 to 1 min. or larger, con- 
sisting of a central eosinophilic core of 
necrotic cells and severely altered collagen 
abers surrounded by radially arranged 
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macrophages and giant cells. Churg and 
Strauss * reported the histological picture in 
6 of 13 cases in which cutaneous nodules 
were available. From their description, 
“These nodules were located just beneath 
or within the dermis, and showed conglom- 
erate and confluent granulomatous lesions, 
with necrosis of collagen, and epithelioid, 
giant-cell, and eosinophilic reaction. The 
location of the nodules was sometimes para- 
vascular; but, in no instance were lesions 
observed in the vessel walls.” Oliner and 
associates,’ in a report on Cogan’s syndrome 
with angiitis and subcutaneous nodules, 
which is suggested as a focal manifestations 
of pathergic granulomatosis,> show two 
photomicrographs of subcutaneous nodules 
with histopathological features similar to 
those described by Churg and Strauss. 


Report of Case 


In November, 1955, a 23-year-old white house- 
wife was admitted to a United States Army Hos- 
pital in Germany with acute enterocolitis, which 
began as cramps in the lower abdomen with bloody 
diarrhea. 

The patient had had asthma for about three 
years, a somewhat productive cough, and a weight 
loss of approximately 30 lb. during the same period 
of time. For years she had complained of rib-cage 
pain. One year prior to admission the patient was 
extensively investigated, including bronchoscopy, 
but nothing of significance was reported. No past 
history of rib-cage injury was elicited. 

Physical examination on admission to the hos- 
pital revealed an emaciated white woman, who 
appeared acutely and chronically ill. Dry coarse 
rales were audible throughout both lung fields, 
with a prolonged expiration. The abdomen was 
soft, but there was generalized tenderness with 
hyperperistalsis. Liver and spleen were not pal- 
pable. Small darkened papular to nodular skin 
lesions were seen over the dorsa of both hands, 
extensors of elbows and knees, with areas of de- 
pigmentation and shallow scars at sites of healed 
skin lesions. 

Laboratory Investigation—A total of 15 hemo- 
grams were done. The initial one revealed 11,850 
white cells with 60 neutrophiles, 10 lymphocytes, 3 
monocytes, 27 eosinophiles; 15.4 gm. hemoglobin 
per 100 cc.; hematocrit reading 45, sedimentation 
rate of 22 mm. per hour. Thereafter the eosino- 
philia ranged between 20% and 51%. The sedi- 
mentation rate ranged between normal and 37 in 
one hour. Van den Bergh test, cephalin floccula- 
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tion, total protein and A/G ration, prothrombin 
time, glucose, serology, electrolytes, phosphorus, 
COs-combining power, and L.E. test were all 
normal. The I.M. corticotropin (ACTH) test 
was normal, as was the EKG. The urine showed 
intermittent 1-++ albumin, occasional WBC/HPF, 
with rare RBC. Feces intermittently were positive 
for blood with pus cells and mucus. Proctoscopic 
investigation revealed a nonspecific colitis. The 
G.I. series was negative. The sputum revealed 


Gram-positive cocci, Pseudomonas aeroginosa, and - 


Candida on several occasions. Roentgenography 
revealed reactive destructive lesions in the area 
of the right sixth and seventh ribs. Spine and hands 
were negative. Chest films showed a_ bilateral 
lower-lobe pneumonic infiltration, which gradually 
became more confluent, with a secondary pleural 
reaction developing bilaterally. After initiation of 
prednisone (Meticorten) 10 mg. q.i.d., there was 
a slow, steady, but incomplete regression. Biopsy 
of the sixth rib at the posterior axillary line on 
the right revealed marrow fibrosis, bone destruc- 
tion, new bone formation, and focal areas of plasma 
cells and eosinophiles. Skin -biopsies done on old 
resolving lesions on left hand and right leg re- 
vealed chronic, nonspecific dermatitis with fibrosis. 
The granulomatous appearance of these lesions 
clinically was not supported by microscopic ap- 
pearance; -however, the previous presence of a 
granulomatous or acute exudative inflammatory 
process of some nature can not be excluded on the 
basis of microscopic appearance. Liver needle 
biopsy revealed normal tissue. 

Hospital Course.—Because of continued pyrexia, 
anorexia, and weight loss the patient was given 3 
pints of whole blood with some improvement. Oxy- 
tetracycline (Terramycin) orally and streptomycin 
intramuscularly were ineffective. Three weeks 
after admission splenomegaly became apparent. At 
this time it was the consensus that some type of 
collagen disease was most likely, and therefore a 
trial of prednisone was considered worth while. 
In three weeks the spleen had greatly subsided, the 
asthma slowly disappeared, and the pneumonia im- 
proved clinically, with partial clearing by x-ray 
evidence. The appetite and spirit improved; how- 
ever, there was little improvement in strength and 
weight (80 to 85 Ib.). Intermittent bloody defeca- 
tions and general malaise only partially subsided. 
The patient was transferred for evacuation to the 
United States. 

Our laboratory data. revealed a hemoglobin of 
8.6 gm. with a hematocrit reading of 27. Urea 
nitrogen was 10 mg. per 100 cc.; COs vol. 72, 
total protein 8.03 gm., albumin 2.10, globulin 5.93, 
ratio 0.36. PA view of the chest (Fig. 1) shows 
very heavy markings at the lower half of the 
left lung field, and also in the lower portion of the 
right lung field medially. The general appearance 








UMI 





UMI 


PATHERGIC GRANULOMATOSIS 





Fig. 1—X-ray of the chest showing pneumonitis 
of both lower lung fields. Note (arrows) the 
localized enlargement of the right sixth and seventh 
ribs and the left seventh rib. 


is a fibronodular type of pneumonitis. The increase 
in the left base is sufficient to make the left heart 
border indistinct... The upper halves of both lung 
fields appear essentially normal. There is localized 
enlargement of the right sixth and seventh ribs in 
the posterior axillary line, and also the left seventh 
rib in the posterior axillary line, which has the 
general configuration of healing fractures with 
callus formation present. Microscopic report of 


Fig. 2.—Low power. 
Several adjacent areas of 
acute collagenous necrosis 
among which are scat- 
tered polymorphonuclear 
leukocytes. These are 
surrounded by a zone of 
epithelioid cells. Note 
the paravascular inflam- 
matory reaction and the 
overlying ulceration and 
parakeratosis. 


skin biopsy from a nodular lesion, left elbow, re- 
vealed small portion of skin without subcutaneous 
tissue. In the dermis are areas of acute necrosis 
of collagen, through which are interspersed numer- 
ous polymorphonuclear leukocytes, including many 
eosinophiles. Surrounding these necrotic areas are 
zones of epithelioid cells and occasional giant cells, 
among which are scattered clusters of eosinophiles 
and neutrophiles. Some of the small vessels reveal 


no changes, while others have proliferating endo- 


thelial cells with narrowing or blockage of the 
lumen, with a surrounding cuff of eosinophiles. 
The overlying epidermis is ulcerated, with areas 
of parakerztosis at the edges of the area of 
ulceration (Figs. 2 and 3). Acid-fast stains reveal 
no organisms. Diagnosis: Skin, allergic granu- 
lomatosis. Pathologist’s comment: This lesion 
histologically fits perfectly with the skin manifesta- 
tions of a generalized hypersensitivity disease 
known as allergic granulomatosis. The available 
clinical history of progressive, chronic debilitating 
disease, with recurrent bouts of asthma, lung in- 
filtration, and eosinophilia also lends support to this 
general pattern of diseases. 

Course in Hospital of Evacuation—Patient was 
started on prednisolone (Delta-Cortril) therapy, 10 
mg. q.i.d. because she continued to have bloody 
diarrhea. On Feb. 3, 1956, she had a massive rectal 
hemorrhage which required multiple transfusions. 
She was evacuated via air to the United States on 
Feb. 4, 1956. 


Comment 


This patient presented all the cardinal 
signs and symptoms of the disease entity 














classified as allergic or generalized pathergic 
granulomatosis. She gave a three-year his- 
tory of asthma, with the eventual develop- 
ment of a bilateral lower-lobe pneumonic 
infiltration and cystic bone lesions of the 
right sixth and seventh and left seventh 
ribs with pathological fractures, (Fig. 1), 
cough, fever, loss of appetite, marked 
weight loss, weakness, abdominal cramping 
with ‘bloody diarrhea, splenomegaly, inter- 
mittent urinary abnormalities, and a marked 
eosinuphilia ranging as high as 51%. 

It is interesting that the granulomatous 
skin lesions were independently diagnosed 
by me and another dermatologist on .our 
initial examination as a possible papulone- 
crotic tuberculid. The lesions were noted 
on the extensors of both elbow and knee 
areas, with a few lesions over the dorsa 
of the hands, right lower leg, and the lum- 
bosacral area. Only a few lesions were 
papular to nodular with slight crusting. The 
remainder of the lesions were undergoing 
resolution or showed slightly pitted depig- 
mented scars. The patient stated that the 
lesions had itched but were now asympto- 
matic. At this time she was on steroid 
therapy, which may have modified the 


symptoms. 
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Fig. 3.—High power. 
The cells surrounding 
the necrotic areas are 
more clearly defined as 
epithelioid cells at this 
power. Note several giant 
cells at the periphery. 


Summary and Conclusions 


A case has been presented that fulfills 
the criteria of the symptom complex called 
allergic or generalized pathergic granulo- 
matosis. 

Photomicrographs of sections from a 
skin lesion from this case are shown. It is 
felt that histologically they fit perfectly with 
the skin lesions studied in previous cases 
and that the microscopic examination of 
such lesions when present might well be 
of definite diagnostic value in this relatively 
uncommon disease syndrdme. 

The term generalized pathergic granu- 
lomatosis seems fitting, and a great deal of 
the confusion caused by the wide diversity 
in nomenclature could be avoided by accept- 
ing this term. 
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The Treatment of Pemphigus and Erythroderma with 


Corticotropin and Cortisone 


J. J. ZOON, M.D., and P. VAN AKEN, M.D., Utrecht, Netherlands 


The whirlwind development of endocri- 
nology in America in consequence of the 
fruitful thoughts of Selye, in addition to 
less favorable economic factors in Europe, 
were the reasons that we were unable, until 
some years later than in America, to am- 
plify our experience concerning the results 
of the treatment of dermatoses with corti- 
cotropin (ACTH) and cortisone. Owing to 
these circumstances we were in the advan- 
tageous position of being able to elaborate 
on your experience. 

Now when I venture to reopen the subject 
for discussion it is mainly to report to you 
on results and observations in our patients. 
I should like, then, to ask your special 
attention for the application of these sub- 
stances in chronic pemphigus and erythro- 
derma; as regards the use of hormones in 
other serious dermatoses, such as acute 
lupus erythematosus, dermatomyositis, peri- 
arteritis nodosa, the clinic in Utrecht pos- 
sesses only incidental and, consequently, 
insufficient experience, particularly also be- 
cause these clinical pictures in our smaller 
centers are only very sporadically encoun- 
tered. Less serious dermatoses—multiform 
erythema, eczema, contact dermatitis, and 
even atopic dermatitis—are rarely treated 
with hormones in Holland, among other 
things because the funds (benefiting more 
than 80% of the population) as a rule allow 
the costly hormone therapy only on vital 
indication. 
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Prior to the time when the hormones 
were applied, the situation of the pemphigus 
patient—to start with this clinical picture— 
was very serious in our country, as every- 
where else. Of a group of 31 patients in 
whom the diagnosis chronic pemphigus 
could be established with certainty, (23 
pemphigus vulgaris, 4 pemphigus vegetans, 
4 pemphigus foliaceus), after five years two 
were still alive, after eight years only 1; 
the last patient appears to be the only one 
to have completely conquered the disease 
(follow-up time at present 25 years), owing 
to or after the treatment. This treatment 
consisted in this one case, as well as in all 
the deceased cases, in optimal physica! care 
in addition to the application of ihe then 
customary drugs, suramin sodium (germa- 
nin) being the most important. Because of 
the lack of any causal or even reliable ther- 
apy, one simply had to wait for the end by 
cachexia or by an incidental disease. Corti- 
cotropin and cortisone therefore were ac- 
claimed with cheers, after striking successes 
had been reported from the American side. 

Soon, however, one was forced to admit 
that no curative action could be attributed 
to the hormones, sincé on discontinuation 
of the treatment recurrences too often, 
sometimes even after a few days, occurred. 
This disagreeable experience implied the 
necessity of treating the patients with the 
drugs for a long period, although in a 
lower dosage; again, however, resulting in 
undesirable and inevitable consequences of 
the biological action of the hormones on 
the body. I remind you of the Cushing 
syndrome, with moon face, acne, hirsutism; 
of the considerable influence on carbohy- 
drate metabolism often with serious hyper- 
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glycemia and glycosuria; of the retention 
of sodium and chloride with edema and 
increase in blood pressure, and of the po- 
tassium depletion with muscular weakness 
and changes in the electrocardiogram; of 
the sometimes serious psychic disturbances ; 
of the hemorrhages in the digestive tract. 
These symptoms suffice to compel us some- 
times to omit the hormones or to reduce the 
dosage drastically. And when we add to 
this the counterindications, as tuberculosis 
of the internal organs, peptic ulcers, osteo- 
malacia, many cardiac failures, hyperten- 
sion, psychoses, serious diabetes, then a 
wide possibility of application appears 
somewhat restricted. This limited use has 
resulted in the fact that different investiga- 
tors arrived at entirely different schemes 
of treatment and dosages. Consequently, 
for us the necessity of finding our own 
way has led to experiences which I should 
like to discuss with you. 

We were in a position to treat 16 pa- 
tients with undoubted chronic pemphigus. 
Subsequent to some “groping our way” to 
the required dose, we thought it permissible, 
even necessary, to accept the point of view 
that it is incorrect to start at once with 
high dosages, this being in contrast to the 
opinion of a number of authors who, at 
that time at least, often considered a high 
initial dosage compulsory. That opinions 
on this point were conflicting, undoubtedly 
results from the fact that conclusions were 
drawn from experiences with too few pa- 
tients, and sometimes even with a single 
patient. 

We now think it possible to establish our 
initial dosage as 40 I. U. of corticotropin 
or 50-100 mg. of cortisone daily. If the 
condition has not improved after a few days, 
we gradually, or if necessary rapidly, in- 
crease the dosage till we do observe the 
desired improvement. Thus we feel our 
way to the minimal necessary and at the 
same time effective dosage. Undesirable re- 
actions of a serious nature, or previously 
existing relative counterindications some- 
times turned out to be the reason for the 
effective minimal’ necessary dosage not be- 
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ing administered. In that case we have to 
content ourselves with that dosage with 
which the undesired reactions remain re- 
stricted and the pemphigus becomes as in- 
active as possible. We then accept a not 
quite sound skin in a patient who otherwise 
has come to show a favorable condition. 

The rate at which the apparently effective 
dosage may be lowered after sufficient’ 
restoration of skin and general condition, 
and after the disappearance of Nikolsky’s 
sign, depends on the clinical picture of the 
skin and on possible existing complications 
or counterindications. The rate should not 
be too rapid, e. g., not more than 25 I. U. 
of corticotropin or 25 to at most 50 mg. of 
cortisone per week; apparently the body 
only gradually adapts itself to the lower 
dosage, and in this period recurrences are 
imminent that temporarily necessitate a 
higher dosage again. One should especially 
aim at a dosage that is as low as possible. 
This cautious scheme with rather low dosage 
yielded satisfactory results; yet I am of the 
opinion that we have lost one patient (No. 
2) by knowingly administering too low a 
dose through lack of experience. In situa- 
tions endangering life it is certainly some- 
times necessary to take greater risks and 
administer much higher doses. 

We, too, grew convinced of the noncura- 
tive, but only morbidistatic effect of the 
hormones; nonadministration of a mainte- 
nance dose appeared possible in two cases 
only (Nos. 7 and 16), of whom we for 
the time being assume that they have won 
their battle against the disease. Perhaps 
the hormones have made this possible. 

From Table 1 the following appears: Five 
patients died,—No. 2 from pemphigus (too 
low a dosage), No. 8 likewise from pemphi- 
gus, suffering a very rapidly fatal recur- 
rence after she, of her own free will, 
discontinued treatment with the maintenance 
dose. Cases 6, 9, and 10 died in old age 
from incidental disorders. I should like 
also to draw your attention to (a) the rela- 
tively low maximal daily dose (in one pa- 
tient only—No. 3—500 mg. of cortisone 
daily); (b) the rather high maintenance 
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TABLE 1.—Pemphigus Chronicus 
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4,770 220,000 Fav. 
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Died: pneumonia 
6,072 7,214 Remission since + 2 years 
11,800 22/500 Extr. fav 
Died: discontinuation of therapy 
5,590 2,700 a fav. 
Died: cardiac insufficiency 
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Died: dardise insufficiency 
3,820 170,000 Fav. 
90,000 Extr. fav 
24,000 Extr. fav 
86,000 Extr. fav 
23,000 Extr. fav. 
9,050 Remission since + 1 year 





* Extr. fav.=extremely favorable 


doses in some cases (Nos. 5, 11, and 12), 
and (c) the extremely high total doses that 
were reached after a use of many years 
(exceeding 200 gm. of cortisone). In ac- 
cordance with this might be the number of 
undesirable biological side-effects as shown 
in Table 2. As a rule these side-effects did 
not appear serious, and were reversible. I 
should like to exclude Patient 3, who suf- 
fered an almost fatal hemorrhage from a 
duodenal ulcer; Patient 11, who suffered 
from a serious, fortunately reversible, psy- 
chosis in addition to hypokalemia, and Pa- 
tients 5 and 11, who continued to need 
insulin treatment. No. 13 suffered from 
serious osteoporosis. 

These few serious side-reactions appeared 
unavoidable; they remain a risk that we 
must take when no other way is pen than 
a hormonal treatment in a disease with such 
a serious prognosis as chronic pemphigus. 


All side-effects, even the less serious, 
make it necessary to remain continually on 
the alert and not to become slack in regu- 
larly che¢king body weight, blood pressure, 
renal function, blood-sugar content, Na and 
K content of the serum, and in roentgeno- 
graphic control of the bones. No less im- 
portant is it to take preventive and curative 
measures with all these hormone users, such 
as lightly salted or salt-free diet, diuretics, 
if necessary, potassium administration with 
the diet or as medicine, insulin in serious 
carbohydrate metabolism disturbances, and 
antibiotics in infections. These precautions 
should be taken in all cases with high dos- 
ages of the hormones, and also with low 
dosages when imminent infections warrant 
such procedures. 

We conclude that we have gained a satis- 
factory effective morbidistatic drug, by the 
use of which the life of the patient may be 


TABLE 2.—Pemphigus Chronicus: Side-Effects Aftes ACTH and Cortisone 
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prolonged. The sound condition which the 
skin attains puts an end to the often con- 
siderable loss of protein-containing fluid 
via the skin. This loss certainly has an 
unfavorable influence on the organism as 
a whole. During the treatment we observed 
that in a few patients an established dimin- 
ished total protein content of the serum, and 
in nearly all patients an inverted albumin- 
globulin ratio took a favorable turn. The 
majority of our patients that are still alive 
at present appear to be able to be useful and 
active members of the community. Not 
without reason Sulzberger and Witten dis- 
cussed this great advance in our medical po- 
tentiality in Excerpta Medica under the 
heading of “Milestones in Dermatology.” 
In ‘erythroderma, naturally, the relation- 
ships are different. Whereas in pemphigus 
counterindications could hardly hold good, 
in view of the seriousness of the disease, in 
erythroderma the prognosis as to life, is, 
as a rule, much better. In this case we are 
able to reach favorable results even with the 
oldfashioned general and local treatment; 
therefore for us there was reason to apply 
the hormonal treatment in any given case 
only when it appeared that the more con- 
servative methods with less risk were appar- 


ently unable to give subjective and objective 
improvement. As a rule we decide this 
after a serious trial period of two to three 
months. I herewith wish to emphasize once 
more that the decision whether or not to 
treat erythroderma (and all other less seri- 
ous dermatoses) with hormones is a very 
responsible one, ir which relative counter- 
indications and disadvantages of hormonal 
therapy must be carefully considered. 

We decided upon this therapy in 10 cases 
of erythroderma, including 3 so-called pri- 
mary erythrodermas and 7 _ secondary 
erythrodermas following eczema (Table 3). 

In analogy to our scheme of dosage in 
pemphigus, as an initial dosage we admin- 
istered approximately 40 I. U. of cortico- 
tropin intramuscularly or 50-100 mg. of 
cortisone orally daily. Dependent on the 
result (disappearance of the itching, and 
the redness and flaking), we decided after 
a few days whether an increase of dosage 
was necessary; this appeared to be the case 
in 9 out of 10 cases, where we increased 
the dosage up to 200 to 250 mg. of cortisone 
daily. When with this effective dosage suffi- 
cient improvement or recovery, had been 
reached, then we again decreased the dosage 
to the lowest possible with which the patient 


TABLE 3.—Erythroderma 
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remained just free, or better still, almost 
free from symptoms. We gained the ex- 
perience that in four patients (Nos. 1, 2, 3, 
and 3) the skin remained sound without 
any maintenance dose, that in five patients 
a maintenance dose of 75-150 mg. of corti- 
sone appeared necessary in order to keep 
the skin completely (two cases—Nos. 9 
and 10) or nearly completely (three cases— 
Nos. 6, 7, and 8) free from symptoms. (No. 
5 was apparently cured, but could not be 
followed.) The relatively high maintenance 
dose (150 mg.) in this latter group we can 
only reduce at the cost of a more or less 
serious recurrence, according to our experi- 
ence. This reduction in dosage is definitely 
indicated if side-effects of some importance 
commence to develop. Regular and careful 
checking of the patients is our guide. 

We gained the impression that in our 
erythroderma patients the undesirable side- 
reactions were somewhat less than in our 
pemphigus group. Seven times we observed 
hyperglycemia, one case of which had to 
be treated temporarily with insulin; three 
times a distinct Cushing picture developed. 
It goes without saying that in this group 
of patients likewise precautions were taken 
similar to those mentioned before in the 
pemphigus group. In addition we once ob- 
served a hypersensitivity to corticotropin. 

Finally we may state that the condition 
of the skin in erythroderma may be very 
considerably improved, or healed, although 
often it appears necessary to continue with 
a maintenance dose; that the general condi- 
tion in all cases improved considerably, no 
doubt also in consequence of the restoration 
of the skin (restriction of the loss of heat, 
water, and protein), thanks to which the 
body was less burdened, and the prognosis 
became better; that we observed the occur- 
rence of fewer side-effects in erythroderma 
than in pemphigus. For the fact that side- 
effects were less we think that, amongst 
other things, three factors can be considered 
responsible: (a) better general condition 
of the patients, since we allowed counter- 
indications to weigh more heavily; (b) 
lower total hormone dose in our erythro- 
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derma patients; (c) less frequent use of 
corticotropin in erythroderma than in 
pemphigus. 

It was my intention only to report to 
you some results of our treatment; a rigid 
scheme of treatment cannot yet be estab- 
lished as long as a favorable effect must 
still be gained by feeling one’s way owards 
the dosage, in which again and again it 
appears that in different patients the effec- 
tive as well as the possible maintenance 
doses are different, whereas for reasons 
as yet unknown to us, e. g., the long-admin- 
istered maintenance dose occasionally has to 
be temporarily increased and again lowered 
in the same patient (emergency dosage, 
Sulzberger). In accordance with data from 
the literature, we have the impression that 
in the first instance cortisone is to be pre- 
ferred to corticotropin, since with the latter 
substance more disagreeable and undesirable 
side-effects are observed. This is to be 
expected theoretically. It appeared to us 
from the, earlier and more serious occur- 
rence of disturbances in water and eleetro- 
lyte metabolism (desoxycorticosterone?) 
and from the earlier and more frequent 
securrence of Cushing symptoms. Some 
other incidentally occurring disorders (se- 
vere hemorrhage, grave psychosis, and 
serious diabetes) we observed after corti- 
cotropin, whereas the same patients toler- 
ated cortisone later on without harm. 

Concerning hydrocortisone and still more 
recently administered hormones we _ have 
quite insufficient experience so far; we have 
used hydrocoriisone in a few cases and 
gained the impression that it offers no im- 
portant advantages over cortisone. 
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Borst-Jadassohn Epithelioma 


A Reevaluation 


ROBERT W. GOLTZ, M.D.; RAMON M. FUSARO, M.D., and SAMUEL E, SWEITZER, M.D., Minneapolis 


The so-called Borst-Jadassohn intraepi- 
dermal epithelioma is a rare superficial cu- 
taneous lesion, consisting of scaling or 
verrucous plaques which remain fixed in 
size or grow very slowly over a period of 
years. Histologically, it shows cellular 
changes limited to the epidermis, consisting 
of nests of darkly staining cells resembiing 
basal cells as well as nearby derangement of 
squamous cells. It has, therefore, been 
thought to be an _ intraepidermal baso- 
squamous-cell carcinoma. 

This entity was first emphasized by 
Montgomery in 1929.1 The eponymic title 
was derived from cases presented by Borst 
in 1904? and Jadassohn in 1926.* Actually, 
Borst’s case was an example of intraepi- 
dermal spread of an invasive cancer of the 
lower lip and represented quite a different 
lesion from what is commonly included 
under this title today. Jadassohn’s cases 
included one of intraepidermal basal-cell 
epithelioma and another which he inter- 
preted to be an intraepidermal basosquam- 
ous epithelioma but which, from his 
illustration, might be regarded as a dysker- 
atotic keratosis rather than an epithelioma. 
Montgomery’s case (illustrated in the cur- 
rent edition of his textbook *) was the first 


example of the entity as we know it new. 


Rose,®> who in 1920 published a case of 
basal-cell epithelioma win imbedding of 
tumor foci within the surface and follicular 
epithelium, also deserves recognition. Sub- 
sequently, more or less typical cases have 
been published by Oliver,® Sims and Park- 
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er,’ Degos and Duperrat,’ Gougerot and 
Blum,® Esteves,!° Barber,!! and Harber and 
Seville.1* 

Recently, Gadrat, Bazex, and Parant %* 
have raised the question whether the reac- 
tion in the prickle cells is not a simple 
hyperplasia rather than being neoplastic. 
They felt that the tumor is strictly a basal- 
cell epithelioma rather than a mixed tumor. 
Their findings with use of the Hotchkiss- 
McManus stain, while not entirely in agree- 
ment with ours, lend support to this thesis. 

The purpose of this paper is to reexamine 
the question of the nature of this disease 
and its nosolegic position. Gadrat and co- 
workers have raised the issue whether this 
is not simply a carcinoma of the basal-cell 
type, with an accompanying benign altera- 
tion in the prickle cells. We wish to con- 
sider this question and, further, whether the 
lesions should be considered to be malignant 
tumors at all. 

Clinically, the long duration of these 
lesions does little to suggest that they are 
carcinomas, though it is possible that, if left 
untreated long enough, they might become 
invasive tumors. This has not been re- 
ported, however, except in the somewhat 
equivocal first case of Jadassohn. 

Rose, and also Jadassohn, reported cases 
showing invasive basal-cell carcinoma with 
wholly intraepidermal nests of basal cells 
both in the surface epithelium and in the 
follicles. Jadassohn interpreted this to indi- 
cate that his case originated as intraepider- 
mal basal-cell carcinoma which later became 
invasive, while Rose believed that his case 
was invasive basal-cell carcinoma which 
developed intraepidermal nests of basal cells 
through invasion from the underlying co- 
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rium: We found no report of transition of 
these lesions to squamous-cell cancer. It 
would seem that little can be coacluded one 
way or the other from cases so far reported. 
If anything, clinical evidence tends to sup- 
port the position that they are benign. 
Histologically, the cellular changes in the 
epidermis have been assumed to represent 
carcinoma because, with ordinary staining, 
the nests of basal cells resemble basal-cell 
carcinoma, while the derangement of the 
prickle cells is suggestive of squamous-cell 
carcinoma. However, Figure 1 shows the 


Fig. 1—Seborrheic kera- 
tosis showing dyskeratotic 
derangement of the cells of 
the prickle layer. 
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same morphologic alterations in the prickle 
cell layer of a seborrheic keratosis, and 
Figure 2 shows the same changes in an 
epidermal nevus. Thus, the morphologic 
similarity of these changes to those in 
squamous-cell carcinoma should not be pre- 
sumed to mean that this is squamous-cell 
carcinoma in situ. It may as well be a 
metaplasia of nevoid character. 

In this regard, it might be well to com- 
pare these changes to those seen in such 
accepted preinvasive lesions as senile kera- 
toses and Bowen’s disease. Figures 3 and 4 





Fig. 2.—Epidermal nevus, 
showing alteration in the 
architecture of the prickle- 
cell layer identical to Borst- 
Jadassohn epithelioma. 
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Fig. 3—Senile keratosis 
with alteration of individual 
cells but little derangement 
of the architecture of the 
epidermis. 





show typical examples of these lesions. It 
will be noted that in these preinvasive states 
the changes are not primarily those of a 
general derangement of the architecture of 
the prickle-cell layer, but rather a disturb- 
ance of individual cells of that stratum. It 
is thus quite different in nature from the 
Borst-Jadassohn lesion. 

On the other hand, the similarity of the 
nests of darkly staining cells to basal-cell 
carcinoma cannot be so lightly dismissed. 
We know of no benign lesion showing these 
same changes. In order to prove that these 





Fig. 4—Bowen’s disease, 
with the same fundamental 
changes as in Figure 3. 


dark staining cells are in fact basal cells, 


we repeated staining of sections from these 
lesions for glycogen by means of the Mc- 
Manus stain. It is well known that basal 
cells do not contain significant amounts of 
glycogen, nor do they develop glycogen 
granules during pathologic states, as do 
piickle and certain other epidermal cells. 
In our material, basal-cell epitheliomas 
rarely, if ever, contain glycogen, while, in 
contrast to the findings of Gadrat and co- 
workers, squamous-cell carcinomas often do. 
Therefore, the presence or absence of gly- 
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cogen in the cells making up the nests of 
apparent basal-cell epithelioma in a Jadas- 
sohn-Borst tumor is probably an indication 
of at least their point of origin. 

Figure 5 shows a hemotoxylin-and-eosin- 
stained section of Borst-Jadassohn epithe- 
lioma, while Figure 6 shows the results of 
staining a nearby section from the same 
block by the McManus technique. Figures 
7 and 8 represent higher magnification of 
the same areas. It will be noted that the 
eosinophilic areas composed of deranged 
prickle cells contain Schiff-positive material 


Fig. 5.—Hematoxylin-and- 
eosin-stained section . of 
Borst-Jadassohn epithelioma. 
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in relatively large amounts, existing as 
granules in the cytoplasm of the cells. The 
granules were made to disappear by diastase 
digestion and, thus, proved to be composed 
of glycogen. The darkly staining islands, 
however, contain no glycogen. It would 


seem, then, that these cells are derived from 
the basal-cell layer. 

However, another interpretation is possi- 
ble. The cells of the darkly staining foci, 
though devoid of glycogen, may have de- 
veloped from the disturbed prickle cells, in- 
stead of from the basal layer. It is known 


aa 


a 


Fig. 6—Hotchkiss-Mc- 
Manus stain of a nearby 
section of Figure 5. 
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Fig. 8—Higher magnifi- 
cation of Figure 6, Hotch- 
kiss-McManus stain. The 
glycogen exists as granules 
in the cytoplasm of the 
eosinophilic areas. The 
basophilic cells are almost 
completely devoid of Schiff- 
positive material. 


that prickle cells commonly give rise to basal 
cells during the process of epidermal repair 
following injury. It is possible that in this 
condition, where there is active proliferation 
of unusual nature of the prickle cells, some 
of them might take on the form and stain- 
ing characteristics of basal cells, without rep- 
resenting actual basal-cell carcinoma. This 
is a rather attractive hypothesis, since the 





Fig. 7—Higher magnifi- 
cation of Figure 5, showing 
adjacent areas of basophilic 
and eosinophilic cells. 





final result could thus be explained on the 
basis of abnormal activity of cells of only 
one layer of the epidermis, rather than the 
otherwise necessary assumption that both 
the basal- and prickle-cell layers have par- 
ticipated in the production of the final histo- 
pathologic picture. Weighing somewhat 
against this theory of pathogenesis, how- 
ever, is the fact that, in our material at 
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least, the islands of basophilic glycogen-free 
cells appear to be continuous with, and hence 
presumably have arisen from, the basal layer 
of the epidermis. 

To summarize, we agree with’ Gadrat and 
co-workers, that the so-called Borst-Jadas- 
sohn epithelioma is in all probability not a 
combined basosquamous-cell intraepidermal 
carcinoma. The eosinophilic cell masses, 
previously thought to represent prickle-cell 
cancer, are comparable to those’ in several 
entirely benign epidermal lesions, such as 
seborrheic keratoses and epidermal nevi. 
We feel that any conclusion that the masses 
of basophilic cells are basal-cell cancer is 
premature, though available clinical and 
histologic evidence does not permit any defi- 
nite conclusion at this time. 


Summary and Conclusions 


The so-called Borst-Jadassohn  epithe- 
lioma is a rare cutaneous lesion which has 
previously been considered to be an intra- 
epidermal basosquamous carcinoma but has 
never been shown conclusively to become 
invasive cancer. 

The changes in the prickle cells, formerly 
regarded as intraepidermal carcinoma of the 
squamous-cell type, are comparable to sim- 
ilar changes in certain epithelial nevi, sebor- 
rheic keratoses, and other benign epidermal 
lesions. 

The question has been raised whether or 
not basal-cell epithelioma can be considered 
to be present. We feel that no definite 
answer to this question can be given at this 
time. 
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Mycosis-like Pyoderma 


CRAWFORD S. BROWN, M.D., and ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


The purpose of this paper is to present 
a hitherto undefined entity which exhibits 
morphologic features usually associated with 
mycotic granulomas, North American blas- 
tomycosis in particular; the disorder, how- 
ever, is nothing more than an unusual, and 
perhaps not so uncommon, tissue reaction 
to a secondary bacterial infection. 


Report of Two Cases 


Case 1.—Ten years before his hospital admis- 
sion, a 61-year-old Negro tailor first noted a 
circular, crusted lesion about an inch in diameter 
on the dorsum of the left hand. There was no 
preceding trauma. The lesion, not studied bacte- 
riologically or mycologically, cleared promptly with 
intramuscular penicillin therapy. Four years later 
another similar lesion occurred at a _ repeatedly 
traumatized site on the anterior aspect of the left 
shin. This lesion, still present at the time of ad- 
mission, had progressed by gradual peripheral 
extension and central scarring. Two years ago 
similar new lesions appeared on the other extremi- 
ties without preceding trauma. Six months prior 
to admission multiple new lesions indicated a 
rapid progression of the disease, which could not 
be halted by administration of large amounts of 
penicillin. His only complaint upon entering the 
hospital was the inconvenience caused by the 
continuous purulent drainage. 

There was no history of tuberculosis or syphilis, 
or of ingestion of bromides in any form. During 
the past five years he consumed large quantities 
of alcoholic. beverages; during the past two years 
he drank a pint of whiskey and a quart of wine 
daily. The dietary intake as a consequence was 
inadequate. 

The physical examination revealed an afebrile 
man with evidence of recent weight loss. Dis- 
tributed over the extremities but exempting the 
trunk, neck, and face were sharply demarcated, 
foul-smelling, vegetative lesions varying in size 
from several centimeters to many inches in di- 
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ameter. The smaller lesions were circular, and dis- 
crete with a heaped-up crust, while older ones 
were irregular in shape with arcuate borders, 
frequently formed through fusion. The active 


borders were erythematous, elevated, fungating, 
and crusted; removal of the crusts revealed large 
numbers of deeply situated pinpoint abscesses con- 
taining a thick, sanguinopurulent exudate (Fig. 1). 





Fig. 1—Forearm of patient (Case 1) showing 
vegetative aspects with central scar formation. 


The central healing of older lesions was character- 
ized by hyperpigmentation and a tendency toward 
hypertrophic scarring. Keloidal papules were scat- 
tered throughout the scar. The regional lymph 
nodes were enlarged and tender. The liver was 
palpable 1 cm. below the right costal margin. No 
bone deformities were observed. 

Several physicians unhesitantly made a diagnosis 
of cutaneous blastomycosis, and the patient was 
even presented as a typical case of this disease; 
however, the fungus could not be demonstrated 
despite repeated efforts to visualize it in smears 
or by culture. Intracutaneous blastomycin, coccid- 
ioidin, and histoplasmin tests were negative, and 
the. complement-fixation test for blastomycosis 
was nonreactive. The histologic diagnosis was 
nonspecific granuloma; the tissue changes con- 
sisted of a moderate degree of pseudoepithelioma- 
tous hyperplasia and a heavy infiltrate of plasma 
and lymphocytic cells in the upper cutis. Staining 
with the periodic acid-Schiff technique failed to 
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show fungus elements. Cultures of the skin lesions, 
urine, and sputum for acid-fast bacilli were nega- 
tive; the Kolmer and Kline serologic tests were 
nonreactive. No abnormalities were seen by x-ray 
examination of the chest and the bones of the 
hands and forearms. Liver function studies indi- 
cated a moderate amount of parenchymatous dis- 
ease. Coagulase-positive micrococci (Micrococcus 
pyogenes var. aureus) were isolated several times 
from the skin lesions. 

While cultural studies for fungi were in pro- 
gress, the patient’s lesions were treated topically 
with potassium permanganate and hexachlorophene 
(pHisoHex) baths daily. Systemic treatment con- 
sisted of 1.0 gm. of oxytetracycline daily for 7 
days and later 600,000 units of procaine penicillin 
G daily for 10 days. In addition, he was given a 
high-protein diet with supplementary vitamins. The 
response to this antibacterial and symptomatic 
therapy was dramatic. Within seven’ days only a 
few scattered exudative areas remained, and the 
vegetative lesions were smaller. At the end of 


the second week, many of the large active areas 
were already showing hypertrophic scarring. The 
patient was discharged in a greatly improved con- 
dition three weeks after the onset of therapy and 
was advised to continue the high-protein diet and 








Fig. 2--Appearance after therapy, several 
months later. Forearm lesions have resolved, leav- 
ing hypertrophic scars. 


hexacholorophene baths (Fig. 2). The patient 
continued this treatment for a month at home, 
during which time his skin remained clear of 
any lesions. However, the purulent, crusted, fun- 
gating lesions promptly returned when the patient 
resumed his alcoholic debauchery. Three months 
after his discharge from the hospital, he had 
developed a widespread exacerbation of this un- 
usual pyoderma. 

Case 2.—A 44-year-old white laborer said that 
he had no skin lesions until eight weeks prior to 
hospital admission, at which time he burned slightly 
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the dorsum of his right hand with hot water. 
The area afterward became secondarily infected 
and thickly crusted. Around the burned area small 
satellite blisters appeared, which quickly ruptured 
and became red and vegetating. Three weeks 
prior to admission similar small discrete lesions 
appeared at distant sites on the forearms, arms, 
and shoulders. During the three months prior to 
admission he had been drinking one pint of wine, 
three quarts of beer, and one quart of whisky 
daily. At the same time his food intake had been 
meager and of poor quality. There was no history 
of tuberculosis or syphilis. 

The physical examination revealed a middle- 
aged, afebrile white man who was severely ema- 
ciated. The, skin lesions were confined to the 
upper extremities and shoulders, with the largest 
lesion, the initial one, 4 cm. in diameter on the 
dorsum of the right hand. They were sharply 
demarcated, elevated, fungating, and crusted. 
Greatest activity was seen at the borders; but 
none showed central healing, presumably because 
they were in an early stage of development.. Upon 


_ removal of the crusts a sanguinopurulent exudate 


was found in the underlying minute abscesses. The 
lesions on the arms were not distributed along 
the lymphatic paths, although the regional nodes 
were enlarged. No bone deformities were present. 
Blastomycosis was thought to be the most likely 
diagnosis, though bromoderma and _ tuberculosis 
cutis were also considered. 

Again fungi could not be disclosed by micro- 
scopic or cultural means. M. pyogenes var. aureus 
and beta hemolytic streptococci were recovered in 
large quantities. The serologic tests for syphilis 
were nonreactive; no acid-fast organisms were 
recovered from the skin lesions. X-ray examina- 
tions of the chest and bones of the hands and 
forearms were within northal limits. Histologic 
examination of tissues from the initial lesion re- 
vealed pseudoepitheliomatous hyperplasia; the pe- 
riodic acid-Schiff reaction showed no evidence of 
fungal elements. The microscopic diagnosis was a 
nonspecific granuloma. The patient was treated 
locally with hexachlorophene baths and potassium 
permanganate compresses, and systemically with 
600,000 units of penicillin daily for two weeks. In 
addition, he was given parenteral vitamin therapy 
and a high-protein diet. The clinical response to 
this regimen was rapid, as evidenced by the flat- 
tening of the lesions and the cessation of exuda- 
tion. At the end of the third week of treatment 
small scars remained at the sites of the lesions; 
within these scars small filiform hypertrophic 
growths were present. 


Comment 


It is possible to appreciate certain of the 
main factors in the pathogenesis of this 
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disorder. The prolonged use of large 
amounts of alcoholic beverages and the ac- 
companying nutritional deterioration acted 
as predisposing factors, impairing the host’s 
defenses and reducing the skin’s resistance 
to bacterial invasion. In this type of “soil” 
trauma creates a locus minoris resistentiae, 
and the common skin pathogens, particularly 
M. pyogenes var. aureus, become estab- 
lished, provoking hypertrophic tissue re- 
sponses that closely resemble cutaneous 
blastomycosis. Later, new lesions arise de 
novo as countless organisms from the pri- 
mary site swarm over the predisposed skin. 
In both these patients the requirements are 
met for a diagnosis of secondary bacterial 
invasion, namely, an antecedent local or 
systemic disturbance which paves the way 
for the unrestrained multiplication of vari- 
ous bacteria within the skin. 

Although M. pyogenes var. aureus were 
consistently isolated from both patients, 
probably other organisms of less virulent 
nature may excite similar lesions in prop- 
erly prepared skin. 

We have learned, through our colleagues, 
of four additional cases which, though they 
did not conform in every particular, are 
probably instances of this entity. These 
cases came to our attention because physi- 
cians who had heard us present our findings 
were struck with the resemblances to cases 
which they had personally observed and for 
which they had similarly endeavored, in 
vain, to establish a fungus etiology. We 


judge it permissible to derive instruction” 


from these cases, while omitting details, in 
order that our categorization of this entity 
may encompass variations which we have 
not personally observed but which still fall 
within the boundaries of what we con- 
ceive mycosis-like pyoderma to be. Two of 
the additional cases presented granuloma- 


tous ulcers surrounded by _ exuberant, 
fungating borders with thick crusts and 
marked suppuration. The vegetating, hy- 
pertrophic response we take to be arche- 
typical, whether or not there is ulceration, 
but healing with cicatrization is an indis- 
pensable sign. One case presented evidences 
of draining sinuses and was thought to be 
an atypical actinomycosis. In only one of 
the four cases was it impossible to identify 
an antecedent condition which obviously 
impaired the patient’s health, predisposing 
him thereby to secondary infection. Two 
were alcoholics, but clearly there are in- 
numerable other resistance-lowering dis- 
orders which could render an individual sus- 
ceptible, and we, accordingly, do not take 
alcoholism to be a unique background 
feature of this entity. While it is to be an- 
ticipated that appropriate antibacterial 
therapy, directed to the organisms actually 
present, assuming of course their demon- 
strated sensitivity to the agents used, will 
result in amelioration or cure, the correction 
of the primary underlying disorder is a 
prerequisite of good medical care, failing 
which the therapeutic response may be in- 
ferior despite antibacterial therapy. _ 


Summary 


A new type of secondary bacterial in- 
fection is described which has the peculiar- 
ity of resembling certain mycotic granulo- 
mas, characterized by fungating lesions 
which heal with scarring. 
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Clinical Notes, New Instruments and Techniques 


A Note on Long Curved Nails 


CHARLES W. GRAY, M.D., and WILLIAM B. BEAN, M.D., lowa City 


Neglect of attention to the simple needs 
of personal hygiene or the mandates of 
society may range from mere failure to 
follow the latest whim of fashion to the 
complete loss of contact exhibited by the 
catatonic schizophrenic. Standards of neat- 
ness demanded for social or business accep- 
tability vary with time and place, but even 
the most primitive peoples have rigid rules 
for dress and decorum. Awareness of 
bodily functions and normal or abnormal 
processés ranges from the symptom mag- 
nification which plagues the neurotic to the 
control of the stoical person who can sup- 
press both symptoms and reactions to them. 

Man in his wild state uses his nails for 
fighting or foraging; and the attrition is 
made good by a steady growth replacement. 
Useful function for toenails has declined 
since the arboreal days of our evolving 
ancestors, though the return of stains, 
paints, and varnishes to the nails of milady’s 
fingers and toes shows how shallow and 
paradoxical is the veneer with which we 
simultaneously hide and reveal the savage. 
But nature unadorned may provide orna- 
ments of her own. 

We want to report the result of neglect of 
trimming the toenails in a woman whose 
nails had grown to rival those of the ancient 
mandarin whose long fingernails were cher- 
ished as a sign of magnificent leisure and 
inertia. The overgrowth of toenails came 
as the result of never cutting them. 
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Report of a Case 


A 39-year-old white woman, a housewife, 
entered the University Hospitals with the 
history of diabetes which had been discov- 
ered three years before. In spite of careful 
instructions ‘and advice, she had _ several 
episodes of diabetic coma in the intervening 
years. Her weight, which had been 190 lb., 
was reduced to 85 Ib. She had never fol- 
lowed the diet proposed for her. In fact 
she had eaten very little, smoked heavily, 
and had been drinking alcohol. During the 
two years prior to admission, she had many 
episodes with four to six loose stools a 
day. The stools were not foul and were not 
accompanied by blood, pus, or mucus. She 
had no cramps or colic. On admission she 
complained of weakness, easy fatigability, 
loss of appetite, and pains in the legs. Ap- 
parently her diabetes had been totally un- 
controlled, although perhaps some control 
was gained by her self-imposed starvation 
and the diarrhea. Of remarkable interest 


_was the fact that the patient’s father had 


attended to trimming her toenails through- 
out her whole life until the time of his 
death. This had occurred, after she had 
already been married for two years, when 
she was 27 years old. This was 12 years 
before her admission, and for reasons of 
grief, ignorance, or whimsey the toenails 
never got trimmed during the subsequent 
years. They grew until they broke off 
spontaneously. This occurred for the most 
part at intervals of three or four months, 
though not all the nails broke off. The 
heavier nails of the great toes, and the 
adjoining toes, growing in a slowly formed 
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Fig. 2—Close-up with details of the nails 
of the great and second toes of the left foot. 


arc, were molded by the restraining shoes 
into the shape and size illustrated in Figures 
1 and 2. 

On examination the patient was a thin 
woman, severely and chronically ill, un- 
kempt in appearance and quite uncoopera- 
tive during the examination. Her skin was 
thin, dry, inelastic, and there was little 
subcutaneous tissue. Over the forearms the 
skin was roughened, though there was noth- 
ing suggesting the dermatitis of pellagra. 
Opacities of the lens were found on both 
sides. There was angular stomatitis with 
cracking and redness at the corners of the 
mouth. Oral hygiene was neglected and 
dental caries was severe. The extremities 
were wasted, the muscles small, and the 
strength much diminished. No tendon re- 
flexes could be demonstrated in the lower 
extremities. The only other feature of note 
in the examination was the remarkable state 
of the toenails. Nails of the great toes of 
both feet were thickened, elongated, curved, 
with some roughening of the surface, corni- 


Fig. 1—Photograph of the overgrown nails 
of the great toe. The second toe nail on the 
left has an irregular margin where it has 
broken. 





fication, and marks of longitudinal as well 
as transverse grooving. The nail of the 
right great toe measured 3 cm. in length, 
that of the left, 3.5 cm. in length. As illus- 
trated in Figure 2, the nail of the next toe 
was involved in the process, particularly on 
the left second toe. The other toenails were 
long, with rough edges where breaks had 
occurred, though none had developed. the 
horn-like structure of the first and second 
toes. 


Comment 


There is a rich antique history of such 
nails which goes back at least to 1697, 
when John Locke in the Philosophical 
Transactions discussed an odd case he had 
seen at La Charité in Paris. One of the 
hornlike excresences was almost 4 in. long. 
None of the systematic treatises on medical 
aspects of dermatulogy * discuss the prob- 
lem of such overgrowth of the nails, which 


has been dignified by the title of onycho- 


* References 1, 2, and 3. 
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gryposis. In this instance the cause was 
obviously one of simple neglect. We did 
not keep the patient under observation long 
enough to follow the growth of the nails.* 
She left the hospital against advice after 
her recovery had been well started and she 
was on the way to regaining some of her 
lost health. It is merely speculation whether 
the rate of normal growth is retarded, in- 
creased, or remains unchanged in persons 
with such toes. Because of the nature of 
the process of neglect such persons are not 
easily kept under observation. There is no 
way of knowing whether uncut nails would 
grow more slowly as a reverse of the in- 
creased rate of growth seemingly induced 
by biting the nails.5> We found no evidence 
that fungus infection or other local disease 
was implicated. 


Summary and Conclusion 


We are reporting a patient whose emo- 
tional abstraction and detachment from her 
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feet and from reality led to the overgrowth 
of toenails. We believe but cannot prove 
that the resulting deformity has no more 
complex cause than simple neglect. A study 
of the emotional, intellectual, and social 
background of persons with such lesions 
of neglect should clarify the issue. 
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Selenium Sulfide Suspension in the Treatment of 


Tinea Versicolor 


NORMAN E. LEVAN, M.D., Bakersfield, Calif. 


Since 1952 I have treated 23 patients for 
tinea versicolor with selenium sulfide sus- 
pension 2.5% * the diagnosis in each case 
confirmed by demonstration of the patho- 
gnomonic spores. 

Instructions for the application of the 
selenium sulfide suspension were as follows: 
After a shower, the entire body except for 
the face was to be lathered with the sus- 
pension, the lather left on for five minutes 
and then the face lathered again for an 

Submitted for publication April 11, 1956. 
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* Selsun suspension (Abbott Laboratories, North 
Chicago, -Ill.) was the product used in this study. 
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additional 10 minutes. This was to be re- 
peated on each of three successive nights. 

All patients were reexamined one to two 
weeks after completion of treatment, and 
14 of the patients were followed for a 
period of six months to two years. Ex- 
aminations were under both natural and 
Wood light. 


Results 

On initial reexamination one patient 
showed persistence of the infection. Three 
showed pinpoint follicular yellow lesions 
under Wood light, and, while no spores 
were found in these, additional treatment 
was advised. No infected areas were seen 
in the remaining 19 patients. 
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Of the 14 patients followed for six 
months to two years, 2, including one pre- 
viously noted to have yellowish persistent 
flecks under Wood light, showed recur- 
rences. Thus there were a total of five 
failures (21.7%). 


No toxic side-effects were noted. 


Addendum 


Since this report was originally sub- 
mitted, a similar, earlier study has come to 
the author’s attention (Dumery, P. R.: Le 
sélénium, agent antimycosique, Presse méd. 
61:1646 [Dec. 12] 1953; abstracted, Ex- 
cerpta Med. XIII, 9:163 [April] 1955). 

2741 H St. 





Isoniazid in the Treatment of Acne Vulgaris 


RAYMOND ALLEN OSBOURN, M.D., Washington, 


Because acne vulgaris, particularly in its 
late stage, shows pathologically a granulo- 
matous reaction that resembles tuberculosis, 
we thought isoniazid might be helpful as a 
therapeutic agent in this disease. Accord- 
ingly, we selected a group of our patients 
whose acne had been recalcitrant and gave 
them the drug daily for periods of one to 
three months. Since some of these patients 
were helped, a few quite remarkably so, this 
preliminary report is being made. 


Procedure 

The patients who were selected had mod- 
erate to severe acne with papulopustular 
lesions; a few had superficial punctate le- 
sions, and some had large cysts. All pa- 
tients were continued on COg slush therapy, 
and all continued to use a lotio alba locally. 
Some of the patients had completed courses 
of x-ray therapy. Since these patients had 
been under our observation for many 
months, their respective courses were well 
known to us, and any sudden improvement 
was obvious. We gave each patient 100 
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mg. of isoniazid (Nydrazid) three times a 
day and checked them at weekly intervals. 


Results 
Twenty patients were treated; nine pa- 
tients had good results and, of these, two 
were quite remarkable. There were five 
patients who showed a fair response to the 
therapy, and in six patients there was no 
change in their acne, 


Comments and Conclusions 

Isoniazid has been given to patients whose 
acne had not responded to conventional 
therapy, such as x-ray, carbon dioxide 
slush, and ultraviolet light. While we did 
not use any controls, and the number of 
cases is not statistically significant, never- 
theless, the response of those patients who 
did benefit strongly suggests that such re- 
sponse was due to the isoniazid. We noticed 
that the patients who benefited were those 
whose acne had an appreciable erythematous 
component. The drug did not appear to 
prevent comedo formation, nor did it have 
much effect on the deep cysts. However, 
we feel isoniazid is a valuable adjunct in 
the treatment of selected cases of acne. 
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Distention Anesthesia for Minor Dermatological 


Procedures 


JOSEPH M. SHELTON, M.D., Washington, Pa. 


A colleague, several years ago, in dis- 
cussing - local anesthesia for tonsillectomy, 
expressed the belief that adequate anesthesia 
depended more upon the degree of disten- 
tion obtained in the peritonsillar tissues than 
upon the strength of the anesthetic solution. 

This suggested that perhaps simple dis- 
tention of the skin with an innocuous fluid 
might provide sufficient anesthesia for 
minor dermatological surgical procedures. 
Sterile distilled water was tried, and, al- 
though local anesthesia was produced, the 
initial stinging sensation was _ sufficiently 
pronounced to discourage its routine use. 
During the past two years sterile isotonic 
saline solution has been used with satisfac- 
tory results, the injection being practically 
painless. 

The injection technique is simple. The 
saline solution is introduced intradermally. 
A 26-gauge needle is inserted bevel side up, 
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and the injection is made as superficially 
as possible so as to produce elevation and 
pallor both around and beneath the lesion. 
Usually 1 to 3 cc. is sufficient for a small 
area. The anesthesia is immediate and 
sufficiently pronounced to permit electro- 
desiccation, electrocoagulation, curettage, or 
punch biopsy. The duration of anesthesia 
is approximately 10 to 15 minutes and 
usually depends upon the degree of wheal- 
ing produced. Excision and suturing have 
not been attempted because of the short 
duration of effective anesthesia. 

The occasional frightening reactions that 
follow the injection of local anesthetic 
preparations are a common. experience 
among clinicians. The described technique 
of tissue distention with sterile isotonic 
saline sdlution has proved efficient in pro- 
ducing limited local anesthesia in cardiac, 
aged, debilitated, and unusually apprehen- 
sive patients. It is of particular value for 
those in whom procaine and allied drugs 
produce untoward reactions. 





Observations on the Use of Selenium Sulfide and 


Hydrocortisone Ointment 


ASHTON L. WELSH, M.D., and MITCHELL EDE, M.D., Cincinnati 


We have used selenium sulfide extensive- 
ly, in concentrations varying from 0.5% 
to 2.5% in lotion, ointment, cream, and 
jelly vehicles for the treatment of sebor- 
theic dermatitis of the scalp, eyelids, ex- 
ternal ear canals, and glabrous skin. - 

The results with all of these formulations 
of selenium sulfide have been satisfactory 

Submitted for publication March 23, 1956. 
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in over 80% of the patients treated. The 
0.5% and 1% concentrations were less irri- 
tating than and equally as effective as the 
higher concentrations. However, even with 
the 0.5% and 1% concentrations, aggrava- 
tions of existing dermatoses or complaints 
of irritation occurred, particularly in those 
patients who had acute episodes or extensive 
eruptions of seborrheic dermatitis; in those 
who had seborrheic dermatitis superim- 
posed on atopic dermatitis, chronic infec- 
tious eczematoid dermatitis, or extensive 
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contact dermatitis, and in those patients 
who had seborrheic dermatitis complicated 
by chemical irritation from treatment or 
coincidental contact agents. 

It seemed logical, therefore, to attempt 
the use of an ointment containing selenium 
sulfide 0.5% and hydrocortisone particularly 
in the groups mentioned in the preceding 
paragraph. It was anticipated that the 
presence of the hydrocortisone in the for- 
mulation would exert enough anti-inflamma- 
tory action to obviate any aggravation or 
irritation from the selenium sulfide and 
simultaneously by this same antieczematous 
action ameliorate the inherent eczematous 
element in the various dermatoses treated. 

Fifty selected patients fitting into the 
above-mentioned groups, all of whom had 
failed to respond to other conventional anti- 
seborrheic agents, were treated with oint- 
ments containing both selenium sulfide and 
hydrocortisone. Two formulations were 
used. One contained selenium sulfide 0.5% 
and hydrocortisone 0.5% ; the other was the 
same except that the concentration of the 
hydrocortisone was 1%. Thirty-five patients 
were treated principally with the formula- 
tion containing 0.5% hydrocortisone and 15 
patients were treated principally with the 
formulation containing 1% hydrocortisone. 
For short intervals the use of the two for- 
mulations was reversed. Initially these oint- 
ments were applied for 15 minutes daily for 
a few days, then for 1 hour daily for a 
few days, and then applied at night and left 
on over night. Later in the study patients 
were given instructions to apply these oint- 
ments morning and evening, leaving each 
application on for 12 hours. 

As we anticipated, we found that the 
selenium sulfide ointments containing both 
concentrations of. hydrocortisone were tol- 
erated without irritation or aggravation of 
the existing dermatoses in every patient 
treated. c 

The effectiveness of the 0.5% selenium 
sulfide in the ointmerits not only was unin- 


hibited by the presence of the hydrocorti- 
sone but rather was enhanced. This action 
was evidenced by the observation that 19 
patients, whose response was excellent to 
the ointments containing both 0.5% sele- 
nium sulfide and 0.5% or 1.0% hydrocorti- 
sone, had responded only partially or not 
at all to other formulations containing 
selenium sulfide alone in the same or higher 
concentrations. 

In 12 patients, previously experiencing 
aggravation of their dermatoses or irrita- 
tion from one or more of the formulations 
containing selenium sulfide alone, the oint- 
ments containing both selenium sulfide and 
hydrocortisone were well tolerated. 

We could distinguish no difference in 
degree of effectiveness or tolerance between 
the ointment containing 0.5% hydrocorti- 
sone and the one containing 1% hydrocorti- 
sone, except possibly in one patient with 
a very acute seborrheic process on the face, 
ears, and neck, who, while tolerant of the 
ointment containing the 0.5% concentration 
of hydrocortisone, did not improve appre- 
ciably until the ointment containing the 1% 
concentration of hydrocortisone was used. 

We concluded that the ointment contain- 
ing 0.5% selenium sulfide and 0.5% hydro- 
cortisone is the agent of choice in the 
treatment of patients who have acute or 
extensive eruptions of seborrheic derma- 
titis; in patients who have seborrheic der- 
matitis complicating atopic dermatitis, 
chronic infectious eczematoid dermatitis or 
extensive contact dermatitis, and in patients 
who have seborrheic dermatitis complicated 
by chemical irritation from treatment or 
other contact agents. Certainly, in patients 
comprising the above groups, this combined 
ointment is more effective and better toler- 
ated than are other formulations containing 
selenium sulfide alone or any other available 
antiseborrheic agents. 


Suite 1219, Carew Tower (2). 
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Dermatofibrosarcoma Protuberans 


A Tumor Too Lightly Considered 


WILFRED E. WOOLDRIDGE, M.D., Springfield, Mo. 


Since the description of dermatofibrosar- 
coma protuberans by Darier and Ferrand? 
in 1924, there have been numerous cases 
reported. The articles of Senear, Andrews 
and Willis,? Binkley, Mopper and Pinkus,* 
and Mopper 5 all present multiple cases. 

A feature in common with most published 
reports is that of regarding this malignancy 
as a slow-growing and rather innocent one, 
prone to local recurrence but almost never 
fatal or metastasizing. 

Even as recently as the January, 1956, 
issue of the A. M. A. ArcHiIves oF DERMA- 
TOLOGY the comment appeared on page 91: 
“There is mention in the literature of dis- 
tant metastasis originating from dermato- 
fibroma protuberans, but, as far as I could 
ascertain, there was no autopsy proof.” 

Admittedly, cases of this tumor are not 
numerous. One seidom sees more than a 
few in a lifetime. It is a mistake, however, 
to assume that dermatofibrosarcoma protu- 
berans is not a tumor capable of metastasis, 
for unequivocal cases have been reported 
on at least two occasions.* In addition, the 
first case of Binkley * seems a likely addi- 
tion. 

The following case report should serve 
to correct the misimpression that dermato- 
fibrosarcoma protuberans is an innocent 
lesion. It served as a considerable embar- 
rassment to me, who assured the surgeon 
and the patient, “Yes, we have a cancer but 
fortunately one of the few human types that 
does not spread.” 


In view of the subsequent course one may - 


be sure that this viewpoint was changed. 


Report of a Case 


The patient, a white woman, aged 60, was 


referred by Dr. George W. Hogeboom. | 


Submitted for publication March 15, 1956. 
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Two years before examination she struck 
her left knee against a gate. The abrasion 
healed with a “stiff scar,” 3 cm. in diameter. 
The patient denied any previous lesion at 
that site. 

Three weeks before examination there 
appeared a dusky red nodule at the superior 
margin of the “scar.” This nodule enlarged 
rapidly, ulcerated, and began discharging a 
bloody fluid. By the time we saw the patient 
a biopsy had been taken from the nodule 
and a diagnosis of fibrosarcoma was made. 

Examination showed a firm, movable, 
whitish plaque measuring 5 cm. in diameter 
(Fig. 1) and located on the lateral side of 
the left knee. At several peripheral points 
there were small, pink nodules. Also at the 
edge of ‘the plaque was a dark-red nodule 
measuring 3 cm. The skin over this nodule 
was thin, and the lateral portion of the 
nodule was ulcerated and drained a thin, 


Fig. 1—Lesion on left knee before treatment. 
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Fig. 2.—Photomicrograph of tissue from the 
large, ulcerated nodule (reduced about %4 from 
mag. X 180).. The whorls of spindle cells and the 
disorderly, highly cellular type of growth are 
typical of fibrosarcoma, Sections from the plaque 
showed a similar type of lesion except for a greater 
amount of fibrous tissue. 


bloody fluid. The entire lesion was movable 
over underlying structures. There were no 
enlarged regional nodes. A chest x-ray was 
negative. A diagnosis of dermatofibrosar- 
coma protuberans was made on the basis of 
a typical histological picture (Fig. 2) and 
classical clinical course. 

At that time a block excision of the 
plaque and nodules was performed by Dr. 
Hogeboom (Fig. 3). The excision extended 
deep to the fascia, and no tumor tissue was 
knowingly left in situ. 

Histological examination of the tissue 
from both the plaque and the nodule showed 
fascicles of spindle and oval cells typical of 
fibrosarcoma. The plaque and nodule tissue 
showed no difference except in the propor- 
tionate amounts of fibrous stroma. So far 
as could be determined at that time, the 
excision was complete. 

The patient was examined repeatedly 
after surgery. She remained well until her 
16th postoperative month. At that time a 
2 cm. nodule was found beneath the grafted 
excision site and a 4 cm. mass could be felt 
in the upper left inguinal region. The 
nodule had appeared quickly during a few 
weeks and the patient was unaware of the 
inguinal mass. 

There were no other abnormal findings. 
A repeat chest x-ray was normal. 


The inguinal and recurrent masses were 
excised, and both showed tissue pictures 
identical with those of the original lesion. 

After the second operation the patient 
became progressively worse. She lost 
weight, and she developed radiographic 
signs of pulmonary metastases as well as 
supraclavicular and cervical masses, vomit- 
ing, and urinary retention. 

She died 47 months after the appearance 
of the plaque. An autopsy could not be 
obtained. 


Comment 


The above case report is one of a highly 
malignant and rapidly fatal neoplasm. So 
far as its local manifestations are concerned, 
the lesion was typical of dermatofibrosar- 
coma protuberans in all respects: an initial 
plaque, subsequent nodules, and local recur- 
rence. 

However, the rapid development of me- 
tastases and the quickly fatal termination 
serve notice that dermatofibrosarcoma pro- 
tuberans is not always a low-grade malig- 
nancy. 

MacKee and Cipollaro § have written that 
a diagnosis of fibrosarcoma without histo- 
logical examination may be impossible be- 
cause of the many types of cutaneous 
sarcomas and other similar lesions. This 
was evident in our own case, for such 
grossly dissimilar lesions as the plaque and 
the nodule were very similar microscopic- 
ally. 





Fig. 3.—Cross sections of excised specimen 
showing largest nodule (top) and fibrous plaque 
(bottom). 
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Also, our lesion microscopically resembled 
those described by Hertzler. None of his 
cases, however, resembled dermatofibrosar- 
coma protuberans from a clinical stand- 
point. 

Therefore, the diagnosis of dermatofibro- 
sarcoma protuberans is a clinical one. A 
microscopic diagnosis of “fibrosarcoma” is 
all one may expect from the pathologist 
alone. 


Summary 


A case of clinically and_ histologically 
typical dermatofibrosarcoma protuberans is 
presented. In this case there occurred me- 
tastasis and rapidly fatal termination. 

While most such lesions follow the pat- 
tern of low-grade malignancy, it is a mistake 
to assume as much. Dermatofibrosarcoma 
protuberans may metastasize and should be 
regarded as capable of this development. 


107 Professional Building. 
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Improved Cord Machine for Planing 


IRVING D. EHRENFELD, M.D., New York 


The driving unit for the cutting tool in 
dermabrasion consists of a motor and a 
means of coupling to the handpiece. The 
commonest type is the motor and flexible 
shaft which was used by Kurtin. A short 
compact motor and chuck without the flexi- 
ble shaft, such as the grinding tool used by 
mechanics, where the entire unit is held in 
the hand, has also been used. A third 
method is that of hinged arms and cord and 
pulleys to drive the chuck holding the cut- 
ting tool. This is the type used in the 
usual dental unit. High-speed motors and 
transmissions are available which make this 
type equal to the others as far as speed of 
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revolution is concerned. There is one ad- 
vantage to the cord and pulley machine not 
present in the others—the relative absence 
of vibration in the handpiece. This is very 
quickly appreciated by anyone trying the 
various types. There are two disadvantages 
to the cord machine, however. First, be- 
cause of the mechanics involved, there are 
a short arm and pulleys which hang down 
from the handpiece below its level; this 
results in these pulleys snagging on the 
body of the patient when the handpiece is 
held level or depressed. The other difficulty 
is that replacing the handpiece on the hook 
usually provided is a tricky procedure which 
is not easily done quickly. This is minor . 
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Figure 1 


compared to the first, but annoying and not 
conducive to a smooth procedure. 

By providing two pulleys, cord, and a 
counterweight, as shown in the illustration 
(Fig. 1) both of these defects are remedied. 
The handpiece and brush will remain sus- 
pended in any position in which they are 
left, so in the planing procedure they may 
be merely pushed away from the field and, 
conversely, pulled over to the field without 
engaging or disengaging a clip or hook. 
Better, by virtue of the action of the coun- 





Figure 2 
terweight, the position of the small arm and 
pulleys attached to the handpiece is re- 
versed, so that they are held out of the way, 
above the handpiece (Fig. 2). (The as- 
sembly of the cord has to be reversed.) 
Finally, because of the counterbalance, there 
is very little weight to the handpiece, and 
a much greater sensitivity of touch is per- 
mitted than when a heavy handpiece is 
supported at the time of planing 
Cross County Center, Yonkers, N. Y. 
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BRONX DERMATOLOGICAL SOCIETY 


Max Jessner, M.D., President 
Henry Silver, M.D.,-Secretary 


Feb. 16, 1956 


A Case for Diagnosis: Foreign Body Reaction? Tuberculoid Reaction? Sarcoid? Presented 
by Dr. Frances PascHer and (by invitation) Dr. Orro B. HitscHMANN. 

A 5-year-old white girl was first seen at the Skin and Cancer Unit two months ago with 
lesions of five months’ duration. 

On the left side of the chin, 1 cm. beneath the lower lip, running to the upper part of the 
same side of the neck, the patient presents a well-circumscribed, erythematous lesion with 
papulovesicular elements in linear configuration. 

A Moro contrast test on each side of the chin (both the affected and unaffected) was 
negative. 

A biopsy showed the following: The corium presents a diffuse and focal cellular reaction 
composed of. small round and wandering connective tissue cells. In some areas there are 
nests of epithelioid cells. The epidermis is markedly. acanthotic and flattened in some areas. 
The vessels throughout are dilated. 

These slides were shown to several pathologists, whose opinions were as follows: 

Dr. C. Sims: Tuberculoid (foreign body?) reaction. 

Dr. S. Morrill: Perifolliculitis with foreign body reaction. 

Dr. A. Hyman: Tuberculoid type of inflammatory reaction. 


Discussion 


Dr. M. SitverBerG: I should like to suggest the diagnosis or beryllium granuloma in this 
case. , 

Dr. A. A. FisHer: The case that I reported in the ARCHIVES was a beryllium granuloma 
that ulcerated. At first surgical ablation was advised, but the patient refused the procedure. 
Inunction of hydrocortisone ointment for about three months resulted in healing that surprises 
everyone to this day. If beryllium granuloma is at all likely in this case, inunction of one 
of the hydrocortisone preparations deserves trial. It cannot do any harm and it possibly will 
do some good. I might suggest a fluoridated hydrocortisone ointment which is absorbed more 
readily perhaps than ordinary hydrocortisone ointment. : 

Dr. ArtHUR HyMaAwn: The reaction that one usually gets to beryllium and sometimes to 
silica is a definite sarcoidal reaction with “encapsulation” by epithelioid cells, a state not found 
here. It was more tuberculoid histologically than sarcoidal. I know of no tuberculoderm 
which clinically and histologically fits this particular case, but I think it would be worth doing 
graded tuberculin tests with new syringes and fresh dilutions of old tuberculin. 

Dr. Frances PascHer: The various diagnostic ideas offered tonight were considered 
in differential diagnosis of this case. We felt that the negative Moro tests were against the 
diagnosis of cutaneous tuberculosis. A clear-cut history of trauma with resultant exposure 
to a foreign body (e. g. beryllium or silica) in order to account for the foreign body reaction 
demonstrated histologically could not be elicited. It was learned, however, that this child 
may have been exposed to cement dust. Bags of cement are stored in the patient’s home 
at all times (the father is a building contractor). It is conceivable that the child may have 
had contact with these bags and may have rubbed some cement into her skin. Some forms 
of cement contain as much as 20% of silicon dioxide among other nonmetallic and metallic 
salts. Polariscopic examination, however, did not disclose any silica in the sections examined. 


Lymphocytic Infiltrations of the Face. Presented by Dr. Max Woxr. 
This is a 38-year-old white man who developed an eruption of the face 10 years ago. 
Several biopsies were done and all yielded the picture of lymphocytic infiltration. 
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The patient is presented at this time much improved. Where formerly there were discrete 
and confluent, ill-demarcated erythematous and edematous infiltrations, there is now slight 
erythema with fine telangiectasis. 

Originally the patient was treated with bismuth, Atabrine, Aralen, cortisone (systemically 
and by local injections) and with radium. None of this affected the condition. For the past 
year, however, the patient has been on a “fat-free,” low carbohydrate diet. Improvement 
has occurred during the period of this dietotherapy. 

Discussion 

Dr. Frances PAscHER: The refractoriness to x-ray treatment in the case of lymphocytoma 
cutis was rather surprising to me. These lesions are regarded as radiosensitive and indeed 
are in our experience at the Skin and Cancer Unit. Cryotherapy likewise has proved quite 
effective in some cases. In view of the radioresistance of this case, cryotherapy may be 
worth trying. 

Dr. A. J. Orruss: Apparently these lymphocytomas are quite paradoxical in their reac- 
tion. Dr. Brauer will recall a case I showed him this afternoon of lymphocytoma cutis of 
the skin proved by biopsy. Treated with 150 r, an original lesion disappeared completely. A 
new lesion developed and it, too, was irradiated. It yielded to but 75 r in one exposure. I 
treated a third lesion with two applications of Thorium X in an alcoholic solution and the 
lesions disappeared completely. This patient has been free of lesions for about a year but 
three weeks ago she developed three new nodules on the forehead, and this time I am going 
to try dry ice. 

Dr. H. H. Brserstetn: I should like to make a few remarks regarding the pathogenesis 
of lymphocytomas. We have to go back to the first case, presented by J. Jadassohn from his 
Klinik in Bern (1906) with the heading “Demonstration of a Case of Pseudoleukaemic(?) 
Disease of the Skin,” the character of which was not clear. He considered the possibility 
that the lymphocytes were produced in loco by locally preexisting lymphadenoid tissue. 

It is usually said that lymphocyte counts in cases of this type are normal. However, a 
thorough look at the figures given show that they are more often at the upper level of the 
norm at least temporarily (up to 30% and even 50% above the mean). A consideration of 
the embryology of the skin (Pincus, F., in “Handbuch der Haut-und Geschlectskrankheirten,” 
Vol. 1, p. 140) may give us some help in understanding the histogenesis and the blood findings. 
Consider the probability—and I stress this point—that there are two different kinds of 
“primitive fat organs” in the skin, white ones and brown ones, which have pluripotential 
possibilities. The white ones are the commonest ones; they develop around the embryonal 
capillaries as a syncytium, forming new capillaries and blood cells, until the entire area is 
transformed into a fat-filled lobule. They may, however, revert—even in adult life—to a 
blood-forming organ as a result of loss of fat (starvation), so that myeloid or lymphatic 
tissue is produced in loco, and not from a heterogenous or metastatic depot. The brown ones 
are situated in the skin of the neck, back, and scrotum (and some inner organs) of human 
beings and in the hibernation gland of hibernating animals, e. g., rodents. If fat disappears 
from the depots of brown fat in human beings, an accumulation of lymphocytic elements 
develops. These defatted organs of brown fat parallel the phenomena in the hibernation 
glands of the hibernating animals. The hypothesis is that the “primitive fat organs” become 
the origin of the lymphocytomas, due to different factors, e. g. sunlight (S. Epstein) and that 
the lymphocytes produced in loco are given off into the blood stream occasionally, thus causing 
temporarily a relative lymphocytosis. An activation through local dermal factors is also 
suggested by the observation of a lymphocytoma in intimate connection with a basal-cell 
epithelioma (Jadassohn: Zentralbl. Haut u. Geschlechtskr. 27:245, 1928), with a nevus 
syringocystadenomatosus papilliferus (Cardenal: Arch. Dermat. u. Syph. 166:315, 1932), 
with congenital sinuses at the bases of both helices (Biberstein: Zentralbl. Haut. wu. 
Geschlechtskr. 22:609, 1927). The last point I wish to mention refers to the “germinal 
center.” Their presence is diagnostic; however, they may be very sparse, so that one has to 
look through serial sections before one finds one, and they may be missed (or missing?) in 
any -one lesion. Their histologic picture is characteristic: a rather sharply circum- 
scribed round area of light cells appearing as though punched into the surrounding area of 
normally stained lymphocytes. A good picture can be found, e. g., in Maximow & Bloom’s 
book on general histology. 
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Dr. Max Worr: I want to mention that Loveman and Fliegelman wrote a very nice 
paper on “Lymphocytoma Cutis” (A.M. A. ArcH. Dermat & SypuH. 63:169-183, 1951). The 
histopathological pictures shown in this article correspond exactly to the microscopic picture 
demonstrated in our case. Their cases were treated successfully with x-rays; but they em- 
phasize that nearly every case had a tendency to recurrence. Our case was also treated with 
x-rays; there was slight improvement, but new lesions were spreading to the mandibular and 
postauricular regions, and the nodules on the forehead became more prominent. 

I think that lymphocytic infiltration and lymphocytoma cutis are two definite entities which 
can be distinguished not only microscopically but also clinically. Lesions of lymphocytic 
infiltration are generally evanescent, may disappear without any treatment, may resemble 
occasionally an edematous stage of lupus erythematodes. They are usually located around 
the malar and temple regions and are traversed by telangiectasias which remain in the affected 
areas even after disappearance of the lesions. The lesions of lymphocytoma cutis are semi- 
translucent, show an apple jelly color by pressure with a glass slide, and may yield to x-ray 
treatment. They may be localized anywhere on the body. 


A Case for Diagnosis: Reticulum Cell Sarcoma?. Presented by Dr. ELLEN REINER. 

A 15-year-old girl was seen because of an eruption on her trunk and extremities of two 
years’ duration. 

The eruption consisted of slightly pruritic, erythematous lesions with gyrate raised borders. 
Under observation most of these lesions have faded with residual slate-colored hyperpig- 
mentation and scaling. 

An incidental finding was a palm-sized patch on the frontal surface of her left thigh. In 
the center of this lesion the skin is atrophic, parchment-like, whitish, and hide-bound. Narrow 
striae of the same nature extend laterally. At times there ‘seems to be a lilac ring. The 
lesion is asymptomatic and was attributed by the patient to trauma. 

Two years ago and again in 1955 the patient underwent operations on the posterior surface 
of her right lower extremity. The leg had increased in size and showed a nodular growth. 
The Department for Orthopedic Surgery of the Hospital for Joint Diseases considered the 
following diagnoses: neurofibromatosis, hemangioma, and xanthofibroma. Two biopsies were 
termed inconclusive by the pathologist. Her blood count and urine were normal. The 
Mazzini test was negative, and x-rays of the bones showed normal findings. 

After the operation the patient received x-ray treatments to the leg by a radiologist who 
considered the lesion possibly to be a diffuse reticulum-cell sarcoma. From May 3, 1955, to 
May 25, 1955, 34 x-ray treatments were given with a 2,000,000-volt machine. The tumor dose 
was approximately 4,000 r and the skin dose was approximately 5,600 r. There was a severe 
first-degree erythema following: the exposures. 

It is the opinion of the radiologist that conventional deep therapy would have produced a 
second-degree skin reaction and would have left marked telangiectases and that the quality 
of radiation from the 2,000,000-volt x-ray provided fairly homogenous radiation throughout, 
so that he was able to deliver this large tumor dose with minimal sequelae. 

Biopsy from lesion on left thigh showed atrophy of epidermis, homogenization and thicken- 
ing of collagen fibers, absence of appendages, and areas of aggregated histiocytes. 

Biopsy from the tumor of right leg showed, by consensus of several dermatopathologists 
and general pathologists, reticulum-cell lymphoma. 

Discussion 

Dr. A. A. FisHer: I should like to ask Dr. Reiner about the sequence of events relating 
to the date of x-ray therapy and appearance of the present eruption. 

Dr. Etcen Retner: The x-ray therapy was given in 1955 after a second operation for 
the tumor of the leg. The eruption on the body appeared gradually, beginning two years ago, 
and has been present on and off since. The scleroderma-like patch appeared lately without 
being exposed to any x-ray and without causing any symptoms. 

Dr. Joun Garp: This is a very serious case because of the consensus of the pathologic 
opinions that the tumor of the bone was reticulum-cell sarcoma. The average duration of 
life in this disease is four years. However, a patient presented before this society on Jan. 
20, 1949 (Garb, J.: Reticulum Cell Sarcoma, Arch. Dermat & Sypx. 68:872 [May] 1950) 
and discussed again before the society on Nov. 18, 1954 (Garb, J.: Reticulum Cell Sarcoma, 
A.M. A. Arcu. Dermat 71:530 [April] 1955) lived for 12 years after the diagnosis was 
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made. These patients usually have metastatic involvement and destructive changes of the 
bones. This patient should have histologic sections from the cutaneous lesions and roentgeno- 
grams of the osseous structures at regular intervals of three to six months. 

Dr. A. J. Orruss: I just want to correct a misconception that may ve gained from the 
protocol. I think that the radiologist is quoted as saying that he prefers the supervoltage 
therapy of the million-volt therapy machine because it does not cause any cutaneous sequelae. 
One is impressed with the fact that there are relatively few sequelae on this patient’s skin 
after the total dosage that this patient has had, but I do want to call attention to the fact 
that I now have under my care a patient who was treated by the same radiologist with 
approximately the same dosage and who has a severe cutaneous radiation reaction. 

Dr. ArtHUR HyMAwn: I did not see the case. I do not know what the original tumor was, 
but I presume it was some form of a lymphoblastoma. If this is correct, it is possible that 
there are still some elements of the disease in the body, and that the present lesions are a 
“toxic” eruption due to internal malignancy. The sclerodermatous patch shows unusual his- 
tologic features, in that there are small groups of giant cells, which I have not seen before 
in scleroderma. 


Urticaria Pigmentosa. Presented by DR. A. J. ORFUSS. 

Granuloma Annulare. Presented by DR. A. J. ORFUSS. 

Juxta-Articular Nodes. Presented by DR. E. M. ROSENBAUM. 

Lymphocytoma of the Face. Presented by DR. MAX WOLF. 

Recent Lichen Planopilaris with Old Cicatrizing Alopecia. Presented by DR. A. A. FISHER. 


DETROIT DERMATOLOGICAL SOCIETY 


Loren W. Shaffer, M.D., President 
Coleman Mopper, M.D., Secretary 
William H. Eyster Jr., M.D., Recorder 
Grace Hospital Meeting 


Feb. 8, 1956 
Melanoma. Presented by Dr. Ctyp—E K. HAstey and Dr. ArtHur E. GULICK. 


The patient is a white man who first noted his lesion in June, 1952. There was a brown- 
black mole in the right eyebrow with two small blue satellite lesions. The entire area was 
surgically excised in June, 1952. Doctor Pinkus reported malignant melanoma in a dermo- 
epidermal nevus with a wide margin of healthy tissue around the excised lesion. 

The patient was given 3300 r of filtered x-ray to the operative site in July, 1952. In 
October, 1952, an enlarged node found over the right temporomandibular joint was excised, 
and the pathological report was metastatic melanocarcinoma in a lymph node. The patient 
received two courses of deep x-ray therapy to this operative site, for a total of 4600 r over a 
period of four months. 

In February, 1953, deeper nodes in the right temporomandibular area became enlarged 
and stony hard. These were removed, and again the pathological report was melanoblastoma. 
In April, 1953, right submaxillary nodes were noted for the first time. A radical neck 
dissection was done, including the preauricular nodes. The patient has been well since. 


Melanoma with Metastasis to Lymph Node. Presented by Dr. Henry J. VANDENBERG JR. 
(by invitation) 


The patient was a 45-year-old white man, first seen in September, 1953. Since March, 
1953, a slowly growing subcutaneous lump had been present adjacent to a surgical scar. 
Examination showed a 2.5 by 1.0 cm., raised subcutaneous, nonpigmented discrete lesion on 
the right postauricular region. One node was palpable in the right submaxillary triangle. 

Review of the past history revealed that in September, 1952, a 6 mm. lesion had been 
excised from the right postauricular region. The pathological diagnosis was nevus. 

In Sept. 14, 1953, the recurrent tumor was excised and a biopsy was done of an lymph 
node in the right submaxillary region. On Sept. 16, 1953, a combined wide local excision and 
right radical neck dissection was preformed. No melanoma was found. There has been no 
evidence of a recurrence to date. 
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Discussion 


1dr. AntHUR E. Guticx: The only reason I presented these cases was that the almost 
universal feeling is that, once you have a metastasis, that’s pretty much it. Yet these men have 
had several years after metastasis to nodes. I thought it might be worth while just to make 
the point that one needn’t throw up one’s hands immediately if there is a metastasis. 

Dr. HERMANN Pinkus, Monroe: No histologic diagnosis is 100% sure, but I think in most 
cases one can be pretty sure whether the lesion is malignant or benign if one takes into account 
the various criteria repeatedly pointed out in the literature. Other differences affect the prog- 
nosis, maybe in melanoma more than in other tumors. Some individuals have a greater 
resistance and can keep the tumor in check better than others. I remember a man who had 
widespread metastasis and lived in fairly good health for 15 years. He See had a malig- 
nant melanoma, but there are degrees of malignancy. 

Dr. CoLEMAN Mopper: Do You not feel that some of these cases which last so long might 
be premelanotic? Hutchinson described a melanotic lesion that frequently appears on the 
face which is a proliferation in the pigmented area that tends to go into a malignant phase. 
Patients that have that type of lesion, I understand, will live many years without surgery, but 
pathologically there is melanoma. 

Dr. HERMANN Pinkus: Yes, it was pointed out that the melanotic freckle type was less 
malignant, but I didn’t have the impression that the difference amounted to much. One cannot 
predict just how invasive a particular cancer will prove to be. 

Dr. HerscHEL S. ZACKHEIM: I believe there is some work in progress at New York Skin 
and Cancer unit with P®™ indicating that malignant melanomas take up this material to a greater 
extent than the nonmalignant pigmented nevi. 

Dr. ArTHUR SCHILLER: I should like to ask Dr. Hasley whether any work has been done 
with cobalt-60. If so, with what results? 

Dr. CLrypE K. HAstey: Cobalt-60 has been used to treat metastatic melanomas. The re- 
sponse is like that from gamma radiation of radium. With cobalt-60 the skin reaction is less 
noticeable, and it is possible to get a greater depth dose with cobalt-60 without a severe skin 
reaction. The skin reaction with the lower voltage x-ray treatment, if carried up to a higher 
point, is very severe. 

Dr. JAMES Rocin: I think it should encourage us all that the prognosis in malignant 
melanoma isn’t as bad as I think we have nearly all been brought up to believe. Here are 
patients living two and three years after surgery, even with metastasis to the neck. I have 
two patients in my own practice, one of whom had a malignant melanoma of Hutchinson on 
the great toe. The toe was amputated six years ago; this was followed by a radical dissection 
of the lymph glands to the iliacs, and the patient is alive and well today. A man had a malig- 
nant melanoma on the dorsum of the hand. That lesion was first excised closely by a surgeon, 
then excised much more widely and a full thickness graft put on it. The pathologist who saw 
that section told me’ the man wouldn’t live a year, because his blood vessels were choked with 
malignant melanoma cells. His fifth anniversary will come up in April, 1956. He is perfectly 
well. 


Urticaria Pigmentosa with Mast-Cell Tumor. Presented by Dr. Herscner S. ZACKHEIM. 


The patient was a 12-year-old white boy. A yellow plaque was noted on this patient’s right 
arm soon after birth. Since its appearance, there have been recurrent small blisters on this 
lesion, usually one or two.a..week for-about-thefirst six or nine months, and lately, only about 
one or two a month. At the age of about 5 months, the patient developed red urticarial papules 
on the trunk which produced marked erythematous flaring on irritation. However, since the 
summer there have been very few, if any, of these papules, and they have left no pigmentation. 
The general health is good. He has had none of the childhood diseases. 

Examination revealed a shiny, wrinkled, somewhat lichenified yellow plaque extending as 
a band about 1 in. wide across the inner aspect of the right arm. There are a few vesico- 
papules: within the lesion. There are a few red papules on the trunk, which do not urticate. 

Laboratory work July 26. 1955,: revealed hemoglobin 11.7 gm.; red blood cells of 4,500,000; 
white blood cells 11,650. The differential was as follows: Nonfilaments 2; filaments 37; 
lymphocytes 59; monocytes‘1, and eosinophiles 1. 

A biopsy was read by Dr. H. Pinkus on July 2, 1955, as follows: Sections show dense 
mast-cell infiltrate of the upper corium. Some eosinophiles are present. Urticaria pigmentosa 
with mast cell tumor. 
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Discussion 


Dr. HERMANN Pinkus: This seems to be one of those rare cases of urticaria pigmentosa 
in the form of a single tumor. Chargins reported 10 cases in 1953 (Chargin, L., and Sachs, 
P. M.: Urticaria Pigmentosa Appearing as a Solitary Nodular Lesion, A.M.A. Arch. 
Dermat. & Syph. 69:345 [March] 1954). 

Dr. HerscHet S. ZACKHEIM: Regarding mast cells, recent work by H. T. Graham and 
associates (J. Exper. Med. 102: 307, 1955) with dog tissue showed that the mast cells are 
the principal, if not the only, source of tissue histamine. The concentration of histamine in 
the mast cells is much greater than in the basophiles of the circulating blood, which have 
the highest amount of all peripheral blood cells. Hence the mast cells apparently produce 
both heparin and histamine, whether in a combined form or free form is not yet certain. 

Dr. Georce J. Dickison (by invitation), Ann Arbor: I have tried to follow up the cases 
of urticaria pigmentosa diagnosed at the University Hospital. We have followed 33 cases 
which have been diagnosed since 1934. We were able to track down 31 of them. Three have 
died from other causes. Of the ones that we have been able to follow only four have 
cleared. Three of the ones that cleared were childhood types. 

Dr. CLARENCE Livincoop: Did some of the other cases improve significantly? 

Dr. Georce J. Dicxison: Yes, I would say that the tendency was to maintain a status 
quo. There were, I would say out of the 28 cases, 4 cleared, probably 6 or 7 improved, and 
the rest were the same. My follow-up was by letter only and so the present state was 
the patient’s opinion. 

Dr. CLARENCE Livincoop: How many of those 28 cases had severe itching? 

Dr. Georce J. Dicxtson: That was something that was quite common in the childhood 
type and relatively unusual in the adult. 

Dr. CLARENCE Livincoop: Did the pruritus tend to improve as the child reached the age 
of puberty? 

Dr. Georce J. Dicxtson: Yes. 

Dr. HartHeR Ketm: How long were these cases followed? 

Dr. Georce J. Dicxitson: We started following ones that were diagnosed in 1934. 
This is as far back as our records went. We have relatively a wide scatiering of cases. 
We have some cases followed from the year 1934, and the disease is unchanged. Some of 
the:cases that were diagnosed then had had their disease for 15 years or so. We have some 
cases that have had their disease now for 30 years, and it is still unchanged. 

Dr. CLARENCE Livincoop: At what age did they clear up? 

Dr. Georce J. Dicxtson: One cleared in a year. That was an infant who cleared one 
year after the disease was diagnosed. The other three were the childhood type and could 
not remember when they had cleared. ; 

Dr. J. F. Hitpesranp: Dr. Harvey Blank informed us that the Tzanck smear preparation 
in cases of bullous urticaria pigmentosa was characterized by many basophilic-staining tissue 
cells, apparently the mast cells. I wondered if such smears had been done in this case. 

Dr. LorEN W. SHAFFER: Have there been any bullous lesions in this case? 

Dr. Herscuet S. ZACKHEIM: There were small vesicopapules but no large bullae. Tzank 
smears were not done. 


Cryptococcosis (Torulosis). Presented by Dr. CoLEMAN Mopper. 

This 60-year-old white man developed a “boil” under his left ear in August, 1955. Con- 
siderable drainage occurred from this pustular lesion, and new lesions appeared on the left 
ear, the cheeks, and the neck. He was treated with several antibiotics and sulfonamides 
without any effect on the lesions. The lesions were asymptomatic. The patient has had 
no fever, cough, or weight loss. Physical examination, including chest fluoroscopy, was 
negative in August, 1955. There were no neurologic symptoms. 

Examination revealed thickly crusted lesions covering the pinna of the left ear, and 
scattered in patches over the left side of the face. A few lesions were present on the right 
cheek and neck. Many of these lesions had an elevated granulomatous border, and others 
appeared to be erythematous nodules in the upper dermis. On removal of the crust, purulent 
material exuded. There were no neurologic signs. ; 

Laboratory examinations on Jan. 31, 1956, revealed a red blood cell count of 4,600,000; 
hemoglobin 12.6 gm., anda white cell count of 4,500, with a normal differential. The 
urine analysis was within normal limits. The chest x-ray showed no visible ‘pathology 
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in the lung fields or cardiovascular structures. The biopsy report was as follows: 
The sections show pseudoepitheliomatous proliferation of the epidermis with many 
abscesses in the pockets. Underneath there is dense granulomatous infiltrate consisting 
of two zones—an inner zone near the epidermis consisting mainly of epitheloid cells or other 
histiocytes with some multinucleated giant cells, and an outer deep one consisting of 
lymphocytes with a sprinkling of eosinophiles, plasma cells, and mast cells. In the histio- 
cytic zone, there are very numerous small round or élongated bodies either singly or in 
groups of varying size. Most of them are surrounded by a wide clear zone suggesting a 
capsule. Practically all of them are intracellulat, mostly in large macrophages and multi- 
nucleated giant cells. Conclusion was histoplasmosis. This diagnosis is more likely than 
either of the two “Donovan” diseases: granuloma inguinale or leishmaniasis. There have 
been a few cases reported of blastomycosis with unusually small organisms simulating 
histoplasma. The diagnosis should be confirmed by culture, but unless proved otherwise, 
I stick to histoplasmosis. Signed: Hermann Pinkus, M.D. 

Culture was innoculated on Sabouraud’s dextrose agar, blood agar, Littman’s agar. 
Direct examination revealed round or ovoid budding cells surrounded by a clear gelatinous 
matrix or capsule in an India ink preparation. Skin tests to histoplasmin, tuberculin, and 
coccidioidin were negative. 


Discussion 


Dr. JoHN Grexin: This case was of great interest. I should have been inclined to 
make a clinical diagnosis of blastomycosis. Cutaneous examples of torulosis are rare in this 
part of the country. We saw a case several years ago in Ann Arbor in which the lesions 
were acneform. In that case, I think we had a follow-up report and that no meningeal 
involvement occurred. The presence of the capsule in biopsy is most unusual. I have never 
seen reference to it before and I am sure it is the same capsule demonstrated by India 
ink preparation and that in this instance led Dr. Pinkus to think of histoplasmosis. 

Dr. Merte Haanes: I think it would be of interest’ to culture a urine specimen. 

Dr. CoLEMAN Mopper: Although I presented this case under the diagnosis of torulosis, 
cryptococcosis is the correct terminology, but the word torulosis seems to have more of 
a connotation to me than cryptococcosis. This condition was first described in 1894, and 
is called Busse-Buschke’s disease, and is also known as European blastomycosis. The time 
it was described, blastomycosis was also being described in America, so they separated the 
two conditions, and called one European blastomycosis and the other American blastomycosis. 
There was a great deal of confusion in the literature at that time, due to this terminology. 
The cryptococci are found abundantly in nature, and fortunately seldom become parasitic. 
Apparently, there are two types, one of which is practically limited to the skin, although 
the systemic type may occasionally develop from the skin lesions. However, there may be 
a systemic form without cutaneous lesions, and it may involve a number of organs. With 
involvement of the lungs there often is a massive involvement which looks similar to a 
heavy tuberculous infiltrate, and may even suggest malignancy. It does not produce the 
scattered buckshot type of involvement that one finds in histoplasmosis. Involvement of the 
meninges may occur, and this is very slow to develop, so that it progresses very gradually, 
and ultimately the patient may develop all the signs of meningitis, and the organism can 
be demonstrated in the spinal fluid. Even with widespread systemic involvement, the 
temperature never becomes very high, and the patient will eventually die, usually because 
of a respiratory failure. 

It is amazing, however, that the patient has improved so much from the time when he 
was first seen, as the lesion extended over one ear; it was greatly ulcerated, and a large 
part of the skin of the ear was completely destroyed, particularly the lower part. This 
inflammatory portion has responded, and I feel that it is probably due to clearing up of 
the pyoderma. 

Dr. CLARENCE Livincoop: Has he always lived in Detroit? 

Dr. Merte HAANeEs: He said he was born and raised in Detroit. 


Case For Diagnosis (Lesion About Fingernail: Epithelioma? Deep Fungus? Presented by DR. EUGENE A. HAND. 

Keratoacanthoma. Presented by DR. EUGENE A. HAND. 

Case For Diagnosis (Lesion on Lower Leg, Drug Eruption? Angioendothelioma? Kaposi's Sarcoma? Presented by 
DR. CLYDE K. HASLEY and DR. ARTHUR E, GULICK. 
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Regrowth of Scalp Hair After Intensive Roentgen Irradiation. Two Cases. Presented by DR. CLYDE K. HASLEY 
and DR. ARTHUR E. GULICK. 

Benign Cystic Epithelioma. Presented by DR. CLYDE K. HASLEY and DR. ARTHUR E. GULICK. 

Granuloma Annulare. Presented by DR. CLYDE K. HASLEY and DR. ARTHUR E. GULICK. 

Chronic Discoid Lupus Erythematosus? Granuloma Faciale? Presented by DIVISION OF DERMATOLOGY OF 
HENRY FORD HOSPITAL. 

Poikiloderma Vasculare Atrophicans. Presented by DR. ALICE E. PALMER. 

Pseudopelade. Presented by DR. L. H. ROSENTHAL. 

Sarcoidosis. Presented by DR. ARTHUR E. SCHILLER. 

Case For Diagnosis. Presented by DR. ARTHUR E. SCHILLER. 

Prurigo Nodularis. Presented by DR. ARTHUR E. SCHILLER. 

Familial Onychatrophy. Presented by DR. LOREN W. SHAFFER and DR. HEX MANN PINKUS. 

Poikiloderma. Presented by DR. F. V. HAUSER. 


Loren W. Shaffer, M.D., President 
Coleman Mopper, M.D., Secretary-Treasurer 
William H. Eyster Jr., M.D., Recorder 
University of Michigan Meeting 


March 14, 1956 


Phagedena Geometrica. Presented by the UNiversiry oF MIcHIGAN DERMATOLOGIC DEPART- 
MENT. 

The patient is a 53-year-old white man. There was a recurrent indolent granulomatous 
ulceration of generalized distribution beginning June, 1955, with no specific diagnosis established 
to date. The first admission was October, 1955. No response to conservative therapy was 
demonstrated, and finally the patient was treated by excision and grafting of the lesions. 
Recurrence of lesions. began in other areas in January, 1956, requiring further surgical 
débridement and massive antibiotic therapy (erythromycin 500 mg., Achromycin 500 mg. 
q. i. d. daily) with little improvement. Prednisolone, 10 mg. q. i. d., was started Feb. 24, 
1956, with dramatic improvement. 

Physical examination originally showed large fungating ulcerated areas bathed with a 
purulent exudate with central necrosis and undermined margins. These are now replaced 
with multiple epithelializing areas; the largest is on the anterior chest and left anterior thigh. 
There are smaller areas on the lateral chest wall. There are multiple scarred areas, most 
extensive on the legs, showing a central atrophic scar and pigmented borders. There is a 
stasis pigmentation of the lower legs. The remainder of the examination was noncontributory. 

Pathologic examination revealed severe chronic purulent inflammation with multiple 
subchronic to chronic ulcers. There was hyperplasia of adjacent squamous epithelium. There 
was abundant necrotic matezial, purulent exudate, and vascular pyogenic granulation in the 
base of the ulcers. Giemsa and periodic acid-Schiff stains were negative for fungi. 

The cultures were positive for Staphylococcus aureus, Staphylococcus albus, and Pseudo- 
monas aeruginosa. Culture and smear were negative for acid-fast bacilli, and no fungi were 
grown on culture. The blood culture was negative. Hemoglobin was 15.6 gm. per 100 cc.; 
WBC 10,000, with a normal differential. The sedimentation rate was 27 mm, in one hour. 
The NPN 32 mg. per 100 cc; Fasting blood sugar 72 mg. plasma proteins normal; bromide 
level 3 mg. per 100 cc. A/G ratio, sodium, potassium, chloride, carbon dioxide, liver function 
tests, Kahn test, chest and GI x-rays were all normal. A chromate patch test was likewise 
negative. 


Discussion 


Dr. Georce J. Dicxison: An article appeared in the Transactions of the St. Johns Hospital 
Dermatological Society in which treatment of two such cases with ACTH was reported, and 
it was for this reason we placed this man on that type of therapy. The results were striking. 
He was taking 40 mg. of Delta-Cortef daily, and within a week’s time had almost completely 
healed. The surgical service tapered the dosage rapidly over a four-day span and then stopped 
the treatment. Within three days he began to develop new lesions. In the report from London 
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both patients became psychotic. This man is a borderline psychotic person. The London 
report gave no ultimate prognosis and their cases had not been followed long enough to see 
what happened. 

Dr. Witt1AM Taytor: At the Academy meeting in December Dr. Kligman discussed’ the 
problem of phagedena. The point he made is that the host is as important a part of this 
disease as the infecting: organism. 

Dr. Georce J. Dicktson: This condition has been ‘called by a number of different names: 
dermatitis gangrenosa, sphaceloderma, pyoderma gangrenosum, ecthyma gangrenosum, chronic 
undermining burrowing ulcers, symbiotic gangrene, nocardijosis acuta cutis gangrinosa, phag- 
edena geometrica of Brocq, multiple gangrene of the skin. 

Cavernous Hemangioma with Definite Family Tendency. Presented by Dr. Eucene A. 
HAnp. 

The patient is a 9-year-old white girl. She has had a cavernous hemangioma of the left 

lower eyelid since birth. There has been no treatment. 


O-—i 
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e Bugee | lip and tongue 


neck 

















hand propositus 


Family tree 
* 
Discussion 

Dr. ArtHUR GuULICK: This might be Rondu-Osler-Weber syndrome, in which hemangio- 
matous lesions may persist past puberty. 

Dr. CoLeEMAN Mopper: I thought it might be Maffucci’s syndrome. 

Dr. ArtHuR Curtis: I, too, think one should consider Maffucci’s syndrome. In this 
anomaly there is an associated dysplasia of bone and vascular tumors. The latter are not made 
up of radiosensitive tissue as is the hemangioma of the cavernous type. They do not respond 
to x-ray therapy. 


Incontinentia Pigmenti in Three Siblings. Presented by the DEPARTMENT OF DERMATOLOGY, 
UNIVERSITY OF MICHIGAN HosPITAL. 


Discussion 


Dr. Herman N. Pinxus: I suggest that these children represent the so-called second type 
or Naegeli type of incontinentia pigmenti, not the Block-Sulzberger type. In the first place, 
we have two boys and one girl all in one family; also the pigmentation occurs in irregular 
macules rather than in linear streaks. The differentiation has been suggested recently by 
A. Franceschatti and W. Jadassohn (Dermatologica 108:1-28, 1954), who looked up, the 
families of Naegeli’s original cases and found that this type is transmitted in a dominant 
manner and affects both sexes equally, while the Block-Sulzberger type usually is an isolated 
happening without family history and occurs mostly in girls. The clinical differences are that 
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in the Naegeli type the pigmentation is described as reticular and there is a diminished function 

of sweat glands. The Block-Sulzberger type is likely to be combined with more or less 

severe anomalies of the central nervous system, the eyes, and sometimes bones. Dental 

anomalies may occur in either type. It is interesting to note that one of these children is blind, 

and that in the case of the Block-Sulzberger type described by S. Epstein and me, there was 

agenesis of sweat glands in the affected areas. So there may be more overlap between the two 

types. 

Urticaria Pigmentosa. Presented by DR. GEORGE J. DICKISON (by invitation). 

Bullous Urticaria Pigmentosa. Presented by the DERMATOLOGY SERVICE OF ST. JOSEPH HOSPITAL. 

Glossitis Rhombica Mediana. Presented by the DERMATOLOGY SERVICE OF ST. JOSEPH HOSPITAL. 

Fox-Fordyce Disease. Presented by DR. FREDERICK V. HAUSER. 

Subsiding Kerion From Trichophyton Faviforme: Purpura Annularis Telangiectodes (Majocchi)??, Schamberg's Pe- 
culiar Progressive Pigmentary Disease??? Presented by DR. EUGENE A. HAND. 

Xanthoma Tuberosum et Planum: Idiopathic Familial? Hypercholesteremia? Presented by DR. EUGENE A. HAND. 

Porphyria, Mixed Type. Presented by DR. E. F. CANNON (by invitation). 

Poikiloderma, Jacobi or Civatte Type. Presented by DR. GEORGE J. DICKISON (by invitation). 

Poikiloderma Atrophicans Vasculare (Jacobi). Presented by DR. J. K. WRIGHT (by invitation). 

Morphea Guttata. Presented by the DERMATOLOGY SERVICE OF ST. JOSEPH HOSPITAL. 

Parapsoriasis? Presented by DR. E. F. CANNON (by invitation). 

Lupus Miliaris Disseminatus Faciei: Boeck's Sarcoid? Presented by DR. D. E. SUTER (by invitation). 

Erythr8dermic Sarcoid. Presented by DR. MARK ALLEN EVERETT (by invitation). 

Sarcoid of the Lacrymal Glands. Presented by DR. EUGENE A. HAND. 

Basa!l-Cell Carcinoma. Presented by the DEPARTMENT OF DERMATOLOGY, UNIVERSITY OF MICHIGAN HOS- 
PITAL. 

Squamous Cell Carcinoma. Right Lower Lip. Presented by the DEPARTMENT OF DERMATOLOGY, UNIVERSITY 
OF MICHIGAN HOSPITAL. 

Squamous-Cell Carcinoma Arising in Roentgen Ulcer. Presented by the DEPARTMENT OF DERMATOLOGY, UNI- 
VERSITY OF MICHIGAN HOSPITAL. 

Case For Diagnosis: Epithelial Nevus plus Carotinemia? Presented by DR. FRED V. HAUSER. 

Lichen Nitidis. Presented by DR. FRED V. HAUSER. 

Itching Infected Eruption of Legs. Presented by DR. DAVID KAHN. 

Chilblain Lupus (Hutchinson's). Presented by DR. G. B. SEXTON. 


NEW ENGLAND DERMATOLOGICAL SOCIETY 
E. Myles Standish, M.D., President 
Joseph Goodman, M.D., Secretary 


Feb. 9, 1956 


Syphilitic Glossitis: Late Mucocutaneous Syphilis. Presented by Dr. Wmuram R. Hit, 

Boston. 

A white man, aged 85, is presented from the Massachusetts General Hospital with 
the history of having had a chancre in 1918. This was treated with 4 injections of 
neosalvarsan. 

The tongue is enlarged, with areas of atrophy and hypertrophy, and also of leuko- 
plakia. -It is not lobulated but has a thickened feel. The patient is blind in the left eye, 
‘and deaf in the left ear. The remainder of the examination is noncontributory. 

The quantitative Hinton test was positive in a dilution of 1:4, and doubtful in a dilu- 
tion of 1:8, 

Treatment has consisted of intramuscular injections of procaine penicillin, 600,000 
units daily for 10 days. 


Discussion 


Dr. Austin W. Cueever, Boston: This is characteristic syphilitic glossitis. I am not sure 
whether that explains all of it or whether there is some leukoplakia on the surface; I 
am inclined to think there is. 

Dr. E. Myzes StanpisH, Hartford, Conn.: You don’t have to rule out cancer in this 
instance, do you? 

Dr. Austin W. CHEEvER, Boston: No. It is something to consider if there- should. be 
any change, but the connection is not found in a high percentage. 

Dr. Maurice M. TotMAN, Boston: Did the tongue improve with therapy? . 
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Dr. Harvey B. ANSELL, Portland, Maine: This is a striking example of syphilis of the 
tongue, and I believe he has leukoplakia in addition. There is always a question whether 
leukoplakia is secondary to the syphilis. I certainly agree that the problem of cancer 
exists. 

Dr. Francesco RoncHESE, Providence, R. I.: The syphilis is coincidental. It would be 
just as legitimate to call this leukoplakia in a syphilitic patient because we see many 
cases of leukoplakia as extensive as this one without syphilis. 

Dr. Maurice M. To_Man, Boston: If I recall correctly, in the days of arsenical treatment 
we hesitated to give an arsenical drug to a patient with glossitis for fear of an adverse 
reaction in the resulting fibrosis. I think our statistics were biased by the fact that they 
were not carefully interpreted in this disease. Arsenicals were often used injudiciously 
and carcinoma did occur, but in those cases treated with iodides the incidence of syph- 
ilitic glossitis with secondary leukoplakia was not high. Penicillin does not have the 
same effect on the tissue as the earlier drugs, and I therefore feel that the danger of 
this man’s developing degeneration on the basis of syphilitic glossitis does not hold as it 
did in the days of arsenical therapy. 

Dr. Lester J. BreNvENU, Manchester, N. H.: Isn’t leukoplakia fairly commonly found in 
these cases of syphilitic glossitis? 

Dr. Austin W. CHEEvER, Boston: I think we can divide these cases into two classes, 
syphilitic glossitis and leukoplakia. I think they do go together, and it is possibly split- 
ting hairs to have two diagnoses in this case. I agree with everything that has been 
said, , 

FroM THE FLoor: How do you treat leukoplakia as extensive as this in a man of this age? 

Dr. ALFrep HOLLANDER, Springfield, Mass.: Leave it alone. 

Dr. ArtHuUR B. KERN, Providence, R.‘I.: I think we should decide whether this man has 
glossitis or whether this is just a simple leukoplakia. I think it is leukoplakia. He has 
been a very heavy pipe smoker for many, many years, and that is enough to explain 
the changes in the tongue. 

Dr. Paut J. CATINELLA, Boston: Has anyone had time*yet to evaluate the effect of vitamin 
A troches in the treatment of leukoplakia of the mouth? 

Dr. Leon BABALIAN, Portland, Maine: I have tried these troches in one case of leukoplakia 
of the whole oral cavity. Twice a day the patient placed in his mouth a tablet of 150,000 
units of vitamin A. This treatment was somewhat bene‘cial for a while on fissures and 
erosions. The same result was obtained by painting the mouth daily with 2% aqueous 
solution of Mercurochrome. 


Mycosis Fungoides: Remission Following Steroid Therapy. Presented by Dr. Maurice M. 
TOLMAN, Boston. 


A Negro aged 40, is presented from the Soldier’s Home, Chelsea, Mass. In 1947 
a severe, pruritic dermatitis developed on the scrotum. When he was first seen in 1952, 
the eruption had spread to involve the body generally, with the exception of the face. 
The lesion of the scrotum at that time was thick and lichenified, the remainder of the 
lesions eczematoid. He was hospitalized at the Veterans Administration Hospital in 
1952, where a diagnosis of mycosis fungoides was made by biopsy of the skin and lymph 
nodes. He was treated by ACTH and cortisone, with clearing of the eruption. A second 
course was necessary in February, 1953, and was also followed by remission. He was 
readmitted in April, 1953, at which time roentgenotherapy was administered, followed 
by cortisone, 100 mg. daily. His skin improved slightly, but a pustular component 
required antibiotic medication. During 1954 the dosage of cortisone was dropped from 
150 mg. to 0, while the cutaneous lesions continued to clear. His skin has remained 
clear since that time, and at present he presents no evidence of active skin disease. 


Discussion 


Dr. Maurice M. To_MAn, Boston: I presented this patient because the case might give us 
an insight into what mycosis fungoides represents. The diagnosis was established, ap- 
parently positively, at two institutions by histologic examination. The diagnosis was 
accepted and he was slated for treatment with the cathode ray at the Massachusetts 
Institute of ,Technology, but because of a social situation he couldn’t be accepted. He 
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had no place to live, and was given domiciliary care-at the Old Soldiers’ Home. Mean- 
while the pruritus was great. On the basis of experience with two or three other cases, 
we decided to give him steroid therapy. He responded very quickly, became symptom- 
free, and his skin cleared. Then we began to taper off the dosage and were able ‘to 
discontinue the drug completely. He has now been well for some two years. 

Did we accomplish something, or did we initiate a remission which sometimes talks 
place spontaneously in mycosis fungoides? If we can initiate a remission in a disease 
which, according to some, stems from the oat cell, does it really belong there, or is 
mycosis fungoides some type of allergic response which we cannot evaluate as yet? 

I have seen two or three other cases in which steroids brought about a remission 
in fully established mycosis fungoides, but these were only the eczematous type. The 
same treatment in the nodular-ulcerative type did not help much. Whether or not, 
therefore, we must evaluate mycosis fungoides a little differently, and whether, again, 
it shows itself in several phases or responds differently, I don’t know. 

Dr. Pauu J. Catinetta, Boston: When a case of this type is presented with an apparent 
remission from any form of therapy whatsoever, my experience with well-developed 
and advanced mycosis fungoides makes me doubt whether the patient was actually 
suffering from that disease. : 

Dr. CHARLES SHEARD, Jr., Stamford, Conn.: We have had many of these cases of 
mycosis fungoides at the Bronx Veterans’ Hospital and the New York Hospital- 
Cornell Medical Center which have been in the final tumorous stage, and just as an 
experiment wé gave them 800 or 900 mg. of prednisolone a day. They cleared. The 
lesions go away, all right; there is no doubt about it. 

Dr. ArtHuR B. Kern, Providence, R. I.: The remarks just made are rather unusual 
and certainly contrary to most of the reports in the literature, as well as my own ex- 
perience. I would be inclined to go along with the comments of Dr. Catinella. This 
reminds me of the situation in regard to pemphigus prior to the use of steroids; when 
a case cleared, we questioned whether it was actually pemphigus, or erythema multi- 
forme. 

Dr. Paut J. CatINELLA, Boston: I don’t doubt that one can obtain some symptomatic 
relief and probably a temporary remission or apparent remission of lesions, but two 
years without any recurrence is what I referred to. The diagnosis of mycosis fungoides 
in the earlier, premycotic stage is an extremely difficult one to make, and I doubt 
whether we are able to be accurate on the basis of morphologic changes we see on one 
or two slides from a biopsy. 


Herpes Zoster with Facial Nerve Paralysis (Bell’s Palsy). Presented by Dr. Rosert D. 
GRIESEMER, Boston. 


Discussion 


Dr. CHARLES SHEARD, JR., Stamford, Conn.: I had a similar case with involvement of 
the fifth nerve followed by Bell’s palsy. As in this case, the paralysis occurred about 10 
or 12 days after the eruption had broken out. When there is involvement of the fifth 
nerve, I. wonder whether immediate use of steroids might prevent the occurrence of 
Bell’s palsy. 

Dr. Hersert MeEscon, Boston: In the American Journal of Pathology about two years 
ago there was a report of autopsies performed on’ patients who died while they had 
acute herpes zoster. In several of these cases it was demonstrated that all branches of 
the affected nerves and the viscera supplied by these.branches might be involved in the 
same manner as the skin—something to be considered in herpes zoster in explaining 
unusual symptoms and pain which cannot be accounted for by dorsal root involvement. 


A Case for Diagnosis: Lupoid Sycosis? Lupus Erythematosus, Leloir Type? Presented by DR. MILTON E. HEL- 


MAN, Boston. 
Necrobiosis Lipoidica Diabeticorum. Presented by DR. MAURICE M. TOLMAN, Boston. 
Chronic Lichen Planus in a Man of 80 Years. Presented by DR. ROBERT F. TILLEY, Brookline, Mass. 
Multiple Superficial Basal Cell Epithelioma. Presented by.DR. JOHN ADAMS JR., Boston. 
A Case for Diagnosis: Pityriasis Lichenoides et Varioliformis Acuta? Presented by DR. JAMES F. MORRELL, 
Newport, R. I. 
Sarcoidosis: Possible Superimposed Tuberculosis. Presented from the MASSACHUSETTS GENERAL HOSPITAL. 
Adenoma Sebaceum (Pringle) Associated with Tuberous Scierosis. Presented by DR. BASIL C. GRAY, Boston. 
Erythema Annulare Centrifugum. Presented by DR. ROBERT TILLEY, Brookline, Mass. 
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Sarcoidosis. Presented by DR. ROBERT D. GRIESEMER, Boston. 

Poikiloderma Vasculare Atrophicans (Jacobi). Presented by DR. BENCEL L. SCHIFF, Pawtucket, R. |. 

Gumma of Nose and Hard Palate, with Plastic Repair. Presented by DR. ROBERT D. GRIESEMER, Boston. 
A Case for Diagnosis: Lichen Planus? Lupus Erythematosus? Presented by DR. WILLIAM J. MacDONALD, Boston. 
A Case for Diagnosis: Scleroderma? Sarcoidois? Granuloma? Presented by DR. EARL GLICKLICH, Boston. 
Incontinentia Pigmenti (Familial). Presented by DR. WALTER F. LEVER, Boston. 

Fox-Fordyce Disease. Presented by Dr. WALTER F. LEVER, Boston. 

Monilethrix. Presented by DR. AUSTIN W. CHEEVER, Boston. 

Late Cutaneous Syphilis. Presented by DR. WILLIAM R. HILL, Boston. 

Pemphigus Foliacaus. Presented by DR. WALTER F. LEVER, Boston. 

Secondary Syphilis. Presented by DR. WILLIAM R. HILL JR., Boston. 

Nodulo-Ulcerative Syphilis. Presented from the MASSACHUSETTS GENERAL HOSPITAL. 

Exfoliative Dermatitis Secondary to Syphilis. Presented from BOSTON CITY HOSPITAL. 


NEW YORK ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILOLOGY 


Timothy J. Riordan, Chairman 
Wilbert Sachs, Secretary 


Feb. 7, 1956 


Pemphigus Vulgaris; Duodenal Ulcer; Osteoporosis of Lumbosacral Vertebrae; Bron- 

chial Asthma. Presented by Dr. Jesse A. TotmMacH for Dr. THELMA G. WARSHAW. 

History: A 67-year-old woman was admitted to Beth Israel Hospital on Nov. 8, 1955, 
with an 18-year history of bronchial asthma and a 234-year history of pemphigus vulgaris. 
She was treated with cortisone and ACTH, and a clinical remission followed. Eight 
months ago, steroids were stopped, and there was a relapse. Steroid treatment was rein- 
stituted, and remission again resulted. 

Two months before admission the patient developed low-back pain that radiated 
bilaterally, persistent epigastric pain, and a productive cough. 


Discussion 


Dr. Beatrice KestEN: We have the tiger by the tail. We improve the pemphigus, change 
the patient, and produce other diseases. One can expect 10% to 15% to develop 
osteoporosis and peptic ulcer while on prolonged corticosteroid therapy, regardless of 
which ones are given. The current theory on the development of osteoporosis is inhibi- 
tion of bone matrix due to lack of protein assimilation. If we could keep the patients 
in positive nitrogen balance we might not produce the compression fractures though 
we might have the osteoporosis. Perhaps greater insistence on a high-protein diet would 
be helpful. Concomitant use of testosterone is of questionable value. 

Not only have we and others had the unfortunate experience of seeing ulcers but 
also massive hemorrhages, thromboses, and perforation of ulcers which caused death. 
It would seem that prednisone produces more peptic ulcers than our previous corti- 
costeroids. When prolonged corticosteroid therapy is necessary, early institution of the 
regimen used in the treatment of ulcers is indicated. Corticosteroid therapy has pro- 
duced the remission of pemphigus in about 60% of our patients. Many serious effects 
have been due to its prolonged use. Some have been fatal. This type of therapy is not 
the answer to the problem of pemphigus, but there is little other choice at present. 

Only recently Dr. Soffer in reviewing this problem stated that when deaths occur 
they occur quite suddenly without any previous signs or symptoms. Those deaths are 
usually due to potassium depletion. One should automatically give potassium in 3 to 4 
gm. doses per day when it is contemplated to keep the patient on corticosteroids longer 
than one week. : 


Scleroderma, Generalized. Presented by Dr. BENJAMIN J. CHESTER and Dr. JosEpH RAPA- 
port (by invitation). 

History: A Negro man, aged 54, born Dutch West Indies, came to the United States. 
He first noticed darkening of his skin on thighs and forearms nine months ago. Lesions 
were asymptomatic but gradually spread to present widespread extent. About three 
months ago, patient had onset of mild pruritus, which is intermittent. Six months ago 
patient noticed tightness of skin of forearms. He has on occasion very transient, cramp- 
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like sensations in fingers and legs. He has no subjective sensation of weakness any- 
where. In general, patient is well; his appetite has been good; there has been no 
dysphagia or systemic symptoms. 


Discussion 


Dr. Maurice J. CosTeLto: This patient presented all the classical features of generalized 
scleroderma. There was one unusual interesting thing though. He had no involvement 
of his hands or fingers, no active sclerosis, which is very frequently associated with 
scleroderma of the’ generalized type. It is interesting to note also that these patients 
have electroencephalographic changes. 

As far as treatment is concerned, the best that we have been able to do is to give 
adequate high-protein, high-caloric diet. Some of us believe the antihistaminics in large 
doses are helpful. I think that the steroids are only temporarily helpful, and as soon as 
they are discontinued there is a rebound phenomenon. I don’t know anything that is 
of value, with the possible exception of large doses of Benadryl. 

Dr. OrLANDO CANiIzARES: Although I agree with the diagnosis at present, I think we 
should refrain from making a final diagnosis in this case. The clinical picture of the 
lack of involvement of the hands and face speaks against progressive scleroderma as we 
know it, and the possibility of sclerodermatomyositis should be kept in mind. 

Dr. Victor H. WitteN: There are reports in the literature on the use of Aralen. Dr. 
Silverberg and I treated one. Dr. Sellsberg here tonight stated he had treated another 
which responded. There is evidence that this group of drugs is of benefit at least 
temporarily and considerably in this disease. 

Dr. BENJAMIN J. CHESTER: We first considered sclerodermatomyositis this case. The 
patient does have increased creatine secretion, but ail the findings are consistent with 
the diagnosis of scleroderma, including the muscle biopsy. 


Carcinoma, Basal Cell. Presented by Dr. E. Lapany. 


Duration: Three years. Location: Left upper and lower eyelids of 60-year-old man. 
Description: The entire mesial half of the left lower lid is firm to the touch, shows 
pearling at the free margin, and feels infiltrated. The corresponding palpebral con- 
junctiva is reddened, firm to the touch, and shows irregular tumoral elevation. The 
infiltration extends to involve the inner canthus and the mesial portion of the upper 
eyelid. Skin Biopsy: Basal cell carcinoma. 


Discussion 


Dr. Joun W. DoucuHerty: This case presents several interesting features: First, it in- 
volves both lids, which is unusual. It has broken through the very real lid margin 
and fibrocartilaginous barriers and it does extend, as these lesions sometimes do, up a 
little bit towards the glabella. Sometimes they go completely across to the other side 
to the other canthus. 

Some years back there was a report in the American Journal of Roentgenology of 
some 2,000 epitheliomata. Surprisingly, 15% or so of them were on the eyelids, and even 
more surprising, about 25% of this series were prickle-cell carcinomata, even though 
clinically most of them resemble basal-cell carcinomata. 

It seems to me the best possible therapy is roentgen therapy first, and later, if 
necessary, exenteration of the orbit. 

Dr. AntHony N. Domonxos: This is not an unusual site for basal-cell epitheliomas to. 
occur at the canthus, and although this is a rather more involved lesion than we usually 
see, it should respond nicely to an adequate dosage of x-ray therapy. No matter that, 
if we give a cancericidal dose to this, there will be some destruction of the eyelids, the 
cartilaginous portion of the lid, but there would be no type of surgery or any other 
means of treatment that would certainly give any better results than x-ray therapy. 

Dr. CHartes Wotr: I would desist from using the x-ray at the age of this individual 
shown tonight. There is already some opacity in the lens and no matter how much 
screening, the secondary irradiation that takes place is sufficient.to accelerate the opacity 
of the lens, which will require another operation. Therefore, I would recommend sur- 
gery by a well-trained ophthalmologist. 
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Dr. Vicror H. Wrrten: I will say something about the last remark concerning the 
secondary radiation affecting the lens. In this instance it is rather unlikely. Con- 
siderable radiation can be taken by the lens, and with proper shielding one should be 
able to irradiate and give adequate dose safely. Once again this really becomes a matter 
of who uses the approach and how well it is done as to the type of the result. I 
think we should include the chemosurgery (Mohs) as a modality which might be used. 
He has shown this type of lesions are amenable to this approach. 

Dr. Perry M. Sacus: Because it would destroy the whole area, I feel Mohs’ method 
would here be very unacceptable, which would then have to be followed with plastic 
surgery. 

Sarcoidosis: Treatment with Tuberculin. Presented by Dr. S. IRGANG. 

Duration: Three years. History: A Negro woman, aged 30, presents a symmetrical 
asymptomatic eruption noted chiefly on face, forearms, arms, and legs. Lesions are firm, 
elevated, pinkish to pinkish brown, and vary in size from that of a pin head to that of 
a bean. No enlargement of spleen, liver, or superficial lymph nodes. 

Intracutaneous injection of 0.1 cc. of old tuberculin in dilution of 1:1000 produced a 
mild positive local reaction; negative with dilution of 1:10,000. 

Roentgenogram of the chest showed enlargement of the hilar nodes and bilateral 
infiltration of bases of lungs. 

Roentgenogram of hands and feet failed to show evidences of osseous involvement. 

Treatment with old tuberculin: To date seven intracutaneous injections given at 
approximately weekly intervals. Initial dose 0.1 cc. 1:1000 dilution; gradually increased 
to 0.03 cc. 1:100 dilution. Beginning resolution noted one week after first injection. The 
eruption continues to resolve slowly, A few lesions on legs have healed. Eruption 
stationary prior to tuberculin therapy. 


Sarcoidosis: Treatment with Chloroquine Diphosphate. Presented by: Dr. S. IRGANG. 
Duration: One year. History: A Negro woman, aged 63, presents a symmetrical 
eruption noted chiefly on face, chest and forearms: Lesions are firm and brownish 
and vary in size from a pinhead to that of a split pea. Few short linear lesions present 
on forehead and forearms. No enlargement of spleen, liver, or superficial lymph nodes. 
Intracutaneous injection of 0.1 cc. of old tuberculin in dilution of 1:1000 negative. 
Received dihydrostreptomycin and isoniazid for six weeks without result. No result 
with calciferol, 100,000 units a day for four weeks. For last six weeks receiving chloro- 
quine diphosphate 250 mg. a day. 
Evidences of resolution noted in one week; eruption continues to resolve slowly. 


Discussion 


Dr. Morris Lemer: Dr. Irgang did not bring up the question of the cause of sarcoidosis 
for specific consideration, but the treatment of one case with tuberculin and the alleged 
benefit therefrom force consideration of etiology. 

I am of the opinion that sarcoidosis is an inevitable response on the part of tissues 
to materials of a certain quality. But how to define that quality? I would say it is the 
inert or foreign body quality of materials like beryllium and quartz (silica). How then 
can one imagine that a micro-organism, say, the tubercle bacillus, is a cause of sar- 
coidosis? I would answer that it sometimes happens that the tubercle bacillus and other 
. organisms of the class of the tubercle bacillus evoke an immune biologic complex in host tissues 
that converts those organisms into substances of the requisite quality, and that the operation of 
that complex on the organism to which it is specifically directed results in clinical and histologic 
sarcoid structures. Everybody admits that within known situations of infections with 
the mycobacteria of tuberculosis and leprosy, with the fungi of the deep mycoses, and 
with the spirochete of syphilis “sarcoids” are seen. An evasion is practiced when one 
says there is a difference between “sarcoids” and “sarcoidosis.” How many “sarcoids” 
must there be before the title of “sarcoidosis” may be used? It seems to me that if 
the micro-organisms listed are admittedly capable of evoking a “little” sarcoidosis 
occasionally, then they are capable on rare occasions of evoking a full enough picture. 
Perhaps there is an organism or material, yet unknown, that when operative always 
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produces the picture of sarcoidosis, but this is speculative and not denying of the same 
possibility from well-known agencies. 

I am one who still believes that sarcoidosis seen in this part of the world is: caused 
by the tubercle bacillus. In other parts of the world many cases may be caused by the 
lepra bacillus or the fungi of the deep mycoses. In support of the tuberculous causation 
in some cases, the experiment performed by Lemming in the 1940’s, which reproduced 
a sarcoid lesion in a patient with sarcoidosis by BCG vaccination, is neglected. I 
myself have repeated this experiment and obtained the same result several times. In the 
past year I reproduced clinical and histologic lesions of sarcoidosis with PPD. and 
BCG vaccine that were identical with the natural lesions of the patient. Nothing of the 
sort occurred in this patient in response to injections of typhoid bacilli, pertussis vac- 
cine, or cowpox virus. That additional lesions were produced only by tubercle baccili 
fulfills, in this case at least, that postulate of Koch which states that the presumed 
agent of a disease must produce some evidence of it. 

Dr. R. D. G. Px. Stmons, Amsterdam: As you know, in the tropics one may easily con- 
fuse sarcoidosis with tuberculoid leprosy. In these cases there is no doubt of the 
diagnosis. Since it is difficult to differentiate leprosy from sarcoidosis, the main differ- 
entiation being the fact that sarcoid leprosy is analgesic and Boeck’s sarcoidosis is not, 
I would ask if lepromine tests could be done, in order to know the reaction in pure 
sarcoidosis. I would like to hear afterwards what is the Fernandez and Mitsuda reaction 
in these patients. 

Dr. Frepertck Retss: It is important to find involvement of cutaneous nerves in order 
to differentiate sarcoid from tuberculoid leprosy, or to demonstrate the presence of acid- 
fast bacilli or acid-fast granules. 

Dr. S. Irncanc: I believe that the cause of sarcoidosis is multiple, a tuberculous infection 
being one of the principal etiologic factors. It is widely stated that sarcoidosis is a 
sarcoid type or anergic type of tuberculosis occurring in those with a high degree of 
resistance. I cannot subscribe to this hypothesis in all cases, including those of the 
Negro race. Furthermore, sarcoidosis should not include leprosy or syphilis or any 
other infectious disease, exclusive of tuberculosis, simply because they produce, his- 
tologically, sarcoid structure. 

My experience is at- variance with reports in the literature relative to the high inci- 
dence of tuberculin hyperergy in the Negro with sarcoidosis. In an extensive experience 
of many years with this disease in the Negro, I have seen but three cases of tuberculin 
hyperergy (sensitive to dilutions of 1:10,000 or greater) and in one of these a clinical 
cure was obtained with tuberculin therapy. Tuberculin is of value only in those who 
display a hyperergic response to it; the greater the degree of allergy, the better the 
therapeutic result. In the present case, since the patient is sensitive only to a dilution 
of 1:1000, I doubt whether a clinical cure can be obtained with tuberculin, but, neverthe- 
less, I intend to continue with it. 


Lymphocytoma Cutis. Presented by Dr. Jesse A. ToLMACH. 


This case was previously presented before this Society on Feb. 1, 1955, with the 
diagnosis of, Lupus Erythematosus? Lymphocytic Infiltration? 

Subsequent History and Course: A white man, aged 70, has had an eruption involving 
his forehead and preauricular areas for almost three years. He has received 900 r un- 
filtered x-ray, with very little effect. 

Examination: Infiltrated erythematous plaques are present on the forehead and pre- 
auricular areas. General physical examination revealed no abnormal findings. 

Laboratory Findings: Subsequent to. previous presentation three biopsies were per- 
formed. One of these was performed by a private physician who received a biopsy 
report of lymphoblastoma. The other two biopsies, the last one in November, 1955, 
were reported as lymphocytoma cutis. 


‘ 


Discussion 


Dr. Witpert Sacus: This is lymphoblastoma because of the raised, indurated, and waxy 
glazed appearance of the lesions on the face. If you want to call it a lymphadenosis 
cutis, I might accept such a diagnosis, but I don’t know what a lymphocytoma is. 
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Dr. ArtHuR B. Hyman: I will try to explain what a lymphocytoma is. I didn’t see this 
patient through the years; but I have followed through a number of biopsy specimens. 
The first specimen showed a picture that was compatible with lupus erythematosus. The 
second one looked more like what we are calling “lymphocytic infiltration.” The third 
and fourth showed the histology of lymphocytoma. What is called lymphocytoma has 
a characteristic histologic picture. In the cutis there are infiltrates which closely re- 
semble germinal centers of lymph nodes. Whether this is truly lymphoid tissue as 
postulated by Continental authorities, among *them Jadassohn, or whether the infiltrate 
only resembles it, is not for me to enter into here, and I am not capable of answering it. 
But there is this typical histology, reticulum cells toward the center and. deeper staining 
peripheral zones of lymphocytes, and sometimes even splits between the two kinds of 
cells. These all were seen so definitely in the last sections that you would have the 
picture accepted as representing lymphocytoma histologically in the,skin. The clinical 
features of lymphocytoma are also found in this case, where you have a general area 
of erythema within which there are nodules which are rather resistant to: treatment. I 
think that the last biopsy specimens, the total histologic and clinical complex, -all are 
strongly in favor of this diagnosis. 

Dr. Perry Sacus: How does that description differ from a Spiegler-Fendt’s sarcoid? 

Dr. ArtHur B. Hyman: The features of Spiegler-Fendt’s “sarcoid” are too nebulous to 
establish it as an entity, and most people have come to the conclusion that what is 
called Spiegler-Fendt’s sarcoid probably is in some cases a frank rmphehineioes, in 
other cases lymphocytoma. 

Dr. Max Wor: The last two sections demonstrating germinal centers of reticulum cells 

surrounded by lymphocytes confirm ;the diagnosis of Lymphocytoma. 
’ Bafverstedt calls the entity lymphadenosis benigna cutis. He distinguishes two forms: 
the localized type, consisting of either an isolated lesion or several regionally localized 
tumors, and the multiple arenas tumefactions. I think the presented case belongs 
to the second type. 

Dr. Jesse A. ToLMACH: When this patient was presented one year ago, the clinical picture 
was practically the same as it is today. At that time the histologic picture was reported 
as consistent with lymphocytic infiltration. Though the clinical appearance has not 
changed, the histologic has, for at this time the-histologic report is that of lymphocytoma 
cutis. Curiously, the eruption has not responded to x-ray therapy, as one would expect 
in lymphocytoma cutis and also in lymphoblastoma. Blood studies and general physical 
examinations do not reveal any abnormalities. 

Parapsoriasis; Pityriasis Lichenoides Chronica. Presented by DR. BENJAMIN J. CHESTER and DR. JAMES T. 

HEARIN (by invitation). 

Case for Diagnosis: Tuberculoid Granuloma. Presented by DR. O. CANIZARES. 

Bowen's Dyskeratosis of the Mucous Membrane of the Mouth. Presented by DR. CHARLES. S. MILLER. 

Vogt-Koyanagi Syndrome. Presented by DR. FREDERICK REISS for DR. MILTON REISCH. 

Case for Diagnosis: Tuberculosis Verrucosa Cutis? Lupus Vulgaris? Presented by DR. O. CANIZARES. 

Granuloma Inguinale. Presented by DR. BENJAMIN J. CHESTER and DR. JOSEPH RAPAPORT (by invitation). 

Mycosis Fungoides. Presented by DR. BENJAMIN J. CHESTER and DR. JOSEPH RAPAPORT (by invitation). 

Chronic Discoid Lupus Erythematosus, with Repair of Radiation Sequelae in Lower Jaw. Presented by DR. JESSE 
A. TOLMACH for DR. LEO ORRIS. 


Case for Diagnosis: Icthyosiform Erythroderma? Pityriasis Rubra Pilaris? Presented by DR. JESSE A. TOLMACH 
for DR. GEORGE H. KOSTANT. 
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The New, Newer, and Newest 








It was a profoundly emotional and unforgettable occurrence that climaxed a more or less 
usual dermatological meeting. Under discussion was the case of a woman with leukemic leg 
ulcers of such peculiar character that it evoked a good deal of interesting but rather lengthy 
comment. A youngish dermatologist, somewhat diffident about prolonging the discuscien, then 
said that he too would like to comment but would limit his discussion to treatment, phase 
of the subject with which I am somewhat familiar for I myself have had leukemia _or the 
past 23 months.” 

Then followed his quiet recital of the evolution of modern treatment measures, the assets, 
shortcomings, indications and contraindications of the various steroids, antibiotics, irradiation 
techniques, supportive measures, and the so-called specifics. “I am alive today” because 
not one but all of these measures were used intelligently and “it is a simple matter to learn 
to use them.” He then calmly told of how he was brought out of several crises by the 
judicious use of the various measures and closed with a strong and feeling plea for physicians 
to abandon their pessimistic views with respect to this group of diseases for one more op- 
timistic. 

We have seldom witnessed such hushed attention, and never have we observed a room full 
of seasoned physicians so moved, nor have we seen a speaker make his point so effectively. 





Question periods usually do not come up te expectations but not se the one conducted by 
the: Chicago Medical Society, Nov. 1, 1956, which was devoted to Modern Therapeutics. The 
subjects covered were steroid therapy, topical measures, acne, psychotherapy, warts, and 
cutaneous cancer. The guest speaker was Victor Witten of New York; the others, Chicagoans 
Brunner, Ginsberg, Malkinson, Robin, and Szvmanski. The class, limited to 100 practitioners, 
submitted no fewer than 73 questions, all of them good. Examples: Is discolored coal tar as 
effective as the black? Just how does one diagnose neurodermatitis? What is the best treat- 
ment for inframammary seborrheic warts? 

The large number of questions was a tribute to the panel members. It indicated a real 
interest in dermatology on the part of the class—something that few program committees 
seem to reauze, for it was the first time in years that dermatology was included in the course. 

Thomas Butterworth and Stephen Rothman participated in the second portion, which was 
devoted to Practical Aspects of Endocrinology and Metabolism, Butterworth discussing 
Cutaneous Manifestations of Thyroid Disease and Fat Metabolism of the Skin; Rothman, 
the Pathological Implications of Sweating. 





Walter Lobitz Jr. addressed the first annual Dudley C. Smith Lecture in Dermatology at 
the University of Virginia Oct. 29, 1956. The subject was Wound Healing Following 
Experimental Injury in the Human Skin. Norman Tobias addressed the Dermatological 
Society of the Argentina Medical Association. Rothman and Rattner participated in a round- 
table discussion of atrophic lesions of the vulva at the November meeting of thé American 
College of Obstetrics and Gynecology and acquainted them with lichen sclerosus et atrophicus, 
and Arthur Curtis spent three days at Duke University School of Medicine as Visiting 
Professor of Medicine, participating in ward rounds and clinical and pathologic conferences. 
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Abstracts from Current Literature 


TineEA Capitis DuE To TRICHOPHYTON SULPHUREUM. J. Martin Beare, Brit. J. Dermat. 
68 :193-199 (June) 1956. 

This infection is becoming more prevalent. Clinical features of the 82 cases reported here 
include the following: 23 showed a severe inflammatory reaction; there was a slight erythema 
and mild folliculitis in 15, and no reaction in 44. Scaling was usually present. A patch of 
alopecia with hairs broken off at the surface and a “black dot” appearance was rarely present. 
Lupus-erythematosus-like lesions were not seen, Clinical differentiation from patchy seborrheic 
dermatitis was often impossible. Absence of fluorescence in Wood's light added to the diffi- 
culty in diagnosis. Spontaneous cure eventually occurs. 

Hurr, Evanston, Il. 


THE Mycoses AS A THERAPEUTIC PROBLEM: SuRVEY OF 348 Cases. -F. MrepzInskI, and 

J. Lresxt, Brit. J. Dermat. 68:200-203 (June) 1956. 

A brief summary is presented of the authors’ experiences at the Dermatological Clinic 
of Gdansk, Poland (1946-54), with fungus infections of the scalp. There were 72 cases 
of favus, but no case of Microsporum infection was seen. 

Hurr, Evanston, Ill. 


THE TREATMENT OF PoLyMorPHIC LicHT ERUPTIONS WITH CHLOROQUINE. JoRGEN, V. 
CHRISTIANSEN and Hotcer BroprHacEN, Brit, J. Dermat. 68:204-208 (June) 1956. 
The beneficial effect of chloroquine is believed due to restoration of adaptability of the 

skin to ultraviolet irradiation. A rise in minimal erythema dose could usually be demonstrated 

in patients where treatment was effective, but not in those who showed no response. 
Hvurr, Evanston, II. 


FLEA INFESTATION AS A CAUSE OF PAPULAR URTICARIA: A PRELIMINARY INVESTIGATION. 

R. Mason Botam and E. T. Burtt, Brit. M. J. 1:1130-1133 (May 19) 1956. 

Flea infestation occurred in 21 cases out of 30, and clinical improvement resulted in 14 
after control measures to disinfest the home and household pets. Five different species of 
fleas were found causing infestation. 
Hurr, Evanston, II. 


OBSERVATIONS ON ACNE, SEBORRHEA, AND OBESITY. STANFORD Boers and ALLAN JACOBS, 
Brit. M. J. 1:1268-1270 (June 2) 1956. 

In a survey of 2720 unselected soldiers there was no correlation between acne and seborrhea 
or complexion. During adolescence acne was not related to obesity, but men over the age of 
20 with acne tended to be heavier than those without it. . 

a HurF, Evanston, II. 


Systemic Lupus ERYTHEMATOSUS PRESENTING WITH SULFONAMIDE HYPERSENSITIVITY REAC- 

tion. Micuaet Honey, Brit. M. J. 1:1272-1275 (June 2) 1956. 

A fatal case of systemic lupus erythematosus preceded by sulfonamide hypersensitivity 
provides additional circumstantial evidence that lupus erythematosus may be an allergic 
disease. 

Hurr, Evanston, II. 


THE Frincer-NaAIts IN: CHRonic HYPOALBUMINAMIA: A New Puysicat SIGN. ROBERT 
MUEHRCKE, Brit. M. J. 1:1327-1328 (June 9) 1956. 

A previously unrecorded physical finding of paired narrow white bands in the fingernails 
of patients with serum albumin levels persistently below 2.2 gm. per 100 ml. is described. 
These two transverse bands run parallel to the lunule, are not palpable, do not indent the 
nails, and are separated from each other and from the lunule by areas of normal pink nail. 
They are most frequently seen in patients with the nephrotic syndrome, but are not specific 
for any one disease state. 

Hurr, Evanston, III. 
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SOAP AND THE SKIN: WITH AN INVESTIGATION INTO THE PROPERTIES OF A NEUTRAL SOAP. 
Ian Martin-Scotr and A. G. Ramsay, Brit. M. J. 1:1525-1528 (June 30) 1956. 


A neutral soap (Neutrogena) was-well tolerated by about 100 patients with various types 
of eczema. 
Huer, Evanston, Il. 


HereDITy IN DermatoLocy. S. Donati, Arch. ital. Dermat. sif. 27 :3-83, 1955. 

A lengthy discussion and review of literature on heredity in general and in dermatology 
in particular. According to Touraine there are about 1000 hereditary cutaneous anomalies. 
Discussed are the angiomatous disorders, adenoma sebaceum, neurofibromatosis, ichthyosis, 
Darier’s disease, epidermolysis bullosa, the Ehlers-Danlos syndrome, pigmentation disorders, 
hair and nail anomalies, the xanthomatoses, psoriasis, and many other conditions. The 
hereditary predisposition to epithelioma is mentioned. 

RoncHESE, Providence, R. I. 


Isonicotinic HyprazipE IN CuTANEouS Disorpers. U. Sitvestrit, Arch. ital. dermat. sif. 
27 :285-318, 1955. 

An extensive review of the literature on the use of isoniazid (isonicotinic hydrazide) acid 
in various forms of tuberculosis of the skin, in sarcoidosis, leprosy, lupus erythematosus, and 
18 other dermatoses. 

RoncHEsE, Providence, R. I. 


PHYSIOPATHOLOGY OF THE BASAL Layer. G. MartAnt, Arch. ital. dermat. sif. 27 :319-336, 1955. 
An important histologic study of the basal layer from its embriogenesis to its part in 
bullous disorders. 
RoncuzseE, Providence, R. I. 


THE VALUE OF Low PLATELET COUNT IN THE DIAGNOSIS OF SENSITIVENESS TO ANTIBIOTICS. 

A. Craccio and L. Zrri11, Dermatologia 6:301 (Dec.) 1955. 

The platelet count was done before and one hour after intradermal injection of the 
tested antibiotic. The difference between the two amounts represents the thromocytopenia 
index. In cases of sensitiveness to the tested antibiotic the number of platelets was markedly 
reduced. 

RoncHEsE, Providence, R. I. 


VARIATIONS OF THICKNESS OF HAIR IN PREGNANCY. A. PireppA, Gior. ital. dermat. e sif. 

96 :34-42 (Jan.-Feb.) 1955. 

Because of previous findings of variations of thickness of the hair in dysmenorrheic 
women, Piredda examined 20 Sardinian women in various stages of pregnancy. An important 
condition was that the hair did not receive any kind of dye, peroxide, or chemical waving. 
This. requirement would make difficult to duplicate the investigation in this country. The 
prepregnancy tract of hair was compared with the during-pregnancy one. A marked enlarge- 
ment was found at the beginning of pregnancy. The hair examined under polarized light 
showed no variations. : 

RoncHEsE, Providence, R. I. 


CONTROLATERAL REFLEX FROM LOCALIZED CoLtp STIMULUS IN NORMAL AND ECZEMATOUS 

Susjects. L. Levi, Gior. ital. dermat. e sif. 96:71-81 (Jan.-Feb.) 1955. 

The temperature of the skin of the flexural surface of the thumb and the little finger 
is recorded. Then, only the little finger is immersed in a glass containing water at 5 C 
(41 F) temperature for five minutes. The temperature is noted for both fingers. From 
the variations in time to obtain vasoconstriction and vasodilation in the two digits, in 
normal and eczematous subjects, the author tries to explain symmetry in certain types of 
eczema. 

RoncHEsE, Providence, R. I. 


THE INFLUENCE OF ALLERGY AND OF NONSPECIFIC FAcToRS IN EXPERIMENTAL CARCINO- 
GENESIS. F. Serr. Gior. ital. dermat. e sif. 96:109-124 (March-April) 1955. 


Referring to his previous publications on the subject (Acta dermat.-venereol. 34:216, 1954) 
for experimentation details, Serri summarizes his investigations made on a total of 452 mice 
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and 68 guinea pigs as follows: There is no evidence of a true specific immunologic mechanism 
in the process of cancerogenic sensitization. 
RoncuHEsE, Providence, R. I. 


PEMPHIGUS CONSIDERED AS A VIRAL Buttous Ectopermosis. G. MarrAnt, Gior. ital. dermat. 

e sif. 96:201-214 (May-June) 1955. 

Mariani stresses the concept that pemphigus vulgaris is completely different from any 
other pemphigoid disorder. He believes this typical intraepidermic idiopathic bullosis is prob- 
ably of viral origin, from the features of the nuclei, similar to the varicella-herpes group. A 
septicemic virosis explains the severity of the disease. 


MUCOPOLISACCARIDES, MUCOPROTEINS AND GLYCOPROTEINS IN DERMATOLOGY. P. CACCIALANZA 
and M. Bonetu1, Gior. ital. dermat. e sif. 96:293-320 (July-Aug.) 1955. 
A lengthy discussion on value and meanings of mucopolisaccarides, mucoproteins and 


glycoproteins in dermatology. 
RoncHESE, Providence, R. I. 


PARACOCCIDIOMYCosIs (BRAZILIAN BLastomMycosis). G. Farris, Gior. ital, Dermat. e sif. 

96 :321-358 (July-Aug.) 1955. 

A well-illustrated and discussed case of Lutz’s mycosis, of 20 years’ duration and dormant 
for seven years. The disease is a rarity in Italy. Unusual features of the case, the long 
standing, the lichenoid manifestations, the eosinophilic granulomatosis, the slow response to 
any antimycotic therapy. 

RoncuHEsE, Providence, R. I. 


THE LYMPHATICS OF THE PENIS. L. OLIVETTI, Gior. ital. dermat. e sif. 96:469-500 (Sept.- 
Oct.) 1955. : 

An extensive study of the lymphatics of the penis made with the. methods of Gerota and 
of Ottaviani. The plastic preparations appear in 31 beautiful illustrations. The lymphatics 
interlace and cover the glans penis with a cap made of ‘three nets. This disposition explains 
the severity of the edema in this region. 

RoncHEsE, Providence, R. I. 


Liver Biopsy IN SCLERODERMA. F. OrRMEA and A: AprA, Minerva dermat. 30:395-398 (Dec.) 
1955. 
In two cases of circumscribed scleroderma the authors found normal lattice-fibrils. In 
three cases of generalized scleroderma the lattice-fibrils were hypertrophic. 
RoncHESE, Providence, R. I. 


Darter’s Disease. A. CHIARENZA, Minerva dermat. 30:401-406 (Dec.)- 1955. 


In a case of Darier’s disease the association of vitamin A and roentgentherapy and roent- 
gentherapy at a distance (150 cm.) proved more effective than vitamin A alone and vitamin 
A associated with ultrasonic therapy. 

RoncHeEseE, Providence, R. I. 
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Symposium sur les dermatoses professionnelles. Thirty-five papers presented during 
symposium Cité Hospitaliére de Lille. Price, 1500 francs. Pp. 262, with 18 illustra- 
tions. Masson & Cie, 120 boulevard Saint-Germain, Paris, 6°, 1955. 

A symposium on the industrial dermatoses was conducted at the Cité Hospitaliére de 
Lille, June 10 and 11, 1955, in a joint meeting of the Société Francaise de Dermatologie et 
de Syphiligraphie and the Sociétés de Médecine du Travail de France. In this volume appear 
the 35 papers presented during the symposium, together with discussions of some of the 
papers. The geographical distribution of the writers was extensive; Paris, Palermo, Lyon, 
Barcelona, Marseille, Lille, Turin, Edinburgh, Nancy, Val-de-Grace, Lens, and Strasbourg. 

This volume of 262 pages is paper bound, and, as usual with Masson & Cie, printed on 
excellent stock. The only typographical errors found were those of English names and places. 
Beginning is an introduction of 12 pages by the Secretary General of the Symposium, Prof. 
Claude Huriez of Lille, who likewise closes with an analysis of the proceedings. 

The papers are, without exception, excellent, and the bibliography comprehensive and up 
to date. It was pleasing to this reviewer to find that American work is mentioned frequently 
in the papers and is well represented in the references. 

This constitutes an excellent reference work and should be in every medical library. 
Unfortunately for American dermatologists very few of the native-born have made the effort 
to learn French, and it may be some time, if ever, before an English translation appears. 


The Year Book of Dermatology and Syphilology (1955-1956 Series). Edited by Rudolf 
L. Baer, M.D., and Victor H. Witten, M.D. Price, $6.50. Pp. 480. The Year Book 
Publishers, Inc., 200 E. Illinois St., Chicago 11, 1956. 


This reviewer always looks forward to receiving the Year Book, for not only does it com- 
pile and select the important dermatological literature; it digests it as well and thus makes 
“keeping up” relative effortless. The volume for 1955-1956 is the first in 24 years which 
does not carry the name of Dr. Marion B. Sulzberger as editor. His influence is still apparent, 
however, because his long-time and capable- associates Drs. Rudolph L. Baer and Victor H. 
Witten, who have assumed the editorial responsibilities for this edition, have followed the 
well-conceived plan of previous volumes. The abstracts in each section are well correlated; 
each constitutes a distinct contribution, and as usual many of the most valuable contributions 
are by the editors in their numerous footnotes of comment, criticisms, suggestions, and cross 
references. The featured article in this issue concerns ionizing radiation in medicine and it 
accurately. states the case for dermatologists with respect to the use of x-rays in dermatology. 
The Year Book continues to constitute a valuable and extensive summary and review of 
the past: year’s interesting and important developments in dermatology. 


Essentials of Dermatology. By Norman Tobias, M.D. Fifth Edition. Price, $8.00. Pp. 
651. J. B. Lippincott Company, 227-231 S. Sixth St., Philadelphia 5, 1956. 


The fifth edition of Tobias’ “Essentials of Dermatology,” like the previous editions, is 
difficult to assess. For the most part it is a good book, with emphasis on the practical aspects 
of dermatology designed to benefit practitioners. The plan of the book is similar to that of 
the previous editions; basic aspects of dermatology, as the physiological and biochemical, are 
omitted; the book is profusely illustrated; the diagnosis, differential diagnosis, and treatment 
are given in simple manner. The latter includes useful notes on nursing care and some helpful 
instructions -to patients with diseases such as acne, pruritus ani, eczema, etc. An entire 
chapter is devoted to the troublesome hand eczema. Throughout, the descriptions of the 
diseases and the recommended treatments are acceptable. 

Of less importance but regrettable are the following: Too many of the illustrations are 
not as clear as they might be; the author’s definition of acantholysis is not altogether correct; 
some old classifications are still retained, as preadolescent acne, chin acne, excoriated acne, 
etc. Pitted acne scars are attributed to x-ray treatment, and it is stated that they may be 
made less noticeable by sandpaper abrasion; the patient with psoriasis is told that he has a 
“form of birthmark.” 


157 











A. M. A. ARCHIVES OF DERMATOLOGY 


These are relatively minor criticisms, for withal the book remains a satisfactory, practical, 
handy volume for both students and practitioners. 


Clinical Selections in Dermatology and Mycology. Edited by Frederick Rehm Schmidt, 
M.D. Price, $10.50. Pp. 505. Charles C Thomas, Publisher, 301-327 E. Lawrence 
Ave., Springfield, Ill., 1956. 

This book consists of a collection of articles written by contributors from different 
countries in the Americas. It is neither. a textbook nor a symposium nor is it a “long-been-in- 
need-of” type of book. Dr. Schmidt's purpose apparently was to demonstrate that despite 
the many variations in behavior of skin diseases in different localities due to factors such as 
weather and mode of living, there is nevertheless basically a unity of thought with respect to 
them. Differing opinions were emphasized, according to the editor, and the result is an 
unevenness in the book, the articles ranging in quality from the excellent, some with interest- 
ing original ideas, to the banal. 

The lead articles deal with the role of vasospasm in disease, and the list of cutaneous dis- 
eases that, according to the editor, may be helped from treatment with vasodilators includes, 
among others, pityriasis rosea, herpes simplex and herpes zoster, alopecia areata, and urticaria 
pigmentosa. Then follow a number of chapters dealing with mycptic infections and several 
covering almost all other diseases. One chapter, written by the editor, termed “odds and ends” 
lumps together diseases such as acne, acanthoma, allergy, a new disease acrokeratoelastoides, 
alopecia areata, calcifying epithelioma, ichthyosis, and congenital ichthyosiform erythro- 
derma. The latter two, it is stated, are treated successfully with injections of vitamin Bx, 
which incidentally is said to benefit also psoriasis provided large doses are administered for 
a prolonged period of time; the same doses, however, aggravate seborrhoeic dermatitis; small 
doses benefit it. 

There are no illustrations. Many of the articles constitute discussions rather than didactic 
presentations. The book covers much ground both geographically and dermatologically, and 
the vast extent of material, considered together with the special attractions of 36 contributing 
specialists from various lands, makes this book an interésting addition to the dermatologist’s 
library. 


Tumors of the Skin. By Herbert Conway, M.D. Price, $13.50. Pp. 267. Charles C 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill, 1956. 


Aside from some detailed descriptions of surgical technique for the removal of skin 
tumors, this book will have little, if anything, new to interest dermatologists. The text is 
brief, and the clinical descriptions are not equal to those in standard textbooks of dermatology. 
Keratoacanthoma is not mentioned. 

The viewpoint, as to treatment, is entirely surgical. Xanthelasma, papillomas, and even 
persistent flat warts are treated by surgical excision followed by skin grafts. Radiation therapy 
for plantar warts is decried because radiation ulcers from such treatment are “not uncommon.” 
The author thinks it regrettable that important authorities deem it best not to treat port-wine 
stains. Then later there is the statement that the use of large grafts to correct the defect 
created by excision of port-wine stains leaves the patient little better off than before such 
treatment—and unwittingly the point is proved by “before and after” illustrations of a young 
woman whose nevus flammeus might better have been masked by a cosmetic preparation. 

Half of the book is devoted to malignant growths, for which, of course, surgical removal 
followed by plastic repair is the method of choice, though it is conceded by the author that 
thorough electrodesiccation and radiation are often effective. Incidentally, electrodesiccation, 
it is stated in italics, except for the treatment of warts, is condemned as a method for the 
eradication of tumors of the skin, even for benign lesions. 

Except for a few of the microscopic reproductions, the volume is beautifully illustrated 
in black and white and with artist’s sketches, and anyone interested in surgical technique of 
cutaneous tumors will derive much from the book. 


Cryptococcosis. By M. L. Littman, M.D., Ph.D. Price, $8.50. Pp. 205. Grune & Strat- 
ton, Inc., 381 Fourth Ave., New York 16, N. Y., 1956. 

Cryptococcosis apparently accounts for 10% of the fatalities from mycotic diseases in 
this country and for more deaths than the combined fatalities from rickettsial, protozoal, and 
helminthic diseases. With the thought that a good, concise, yet comprehensive book on the 
subject might be both timely and welcome, the authors set out “to produce a volume in which 
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the most useful features of a monograph and an atlas are combined . . . to describe and 
illustrate fully the wide range of clinical and pathologic manifestations. . . to provide 
historical, epidemiologic and technical information. . .” 

The result of the careful planning is a model of what a good monograph should be. The 
illustrations, both clinical and histologic are plentiful and well reproduced—the four colored 
plates are magnificent. The text is clear and easy reading. All aspects of the subject are 
covered thoroughly and with authority—the incidence, source of infection, and mode of 
entry, clinical aspects, animal infections, immunology, laboratory features, etc. 

In addition, there is a valuable appendix which contains formulae and techniques of useful 
culture media and stains. There are 504 references. The volume should appeal to everyone 
in medicine. The dermatologist will like especially the section which reviews treatment. The 
book should be in his library. 


Skin Surgery. By Ervin. Epstein, M.D., Assistant Clinical Professor of Medicine 


(Dermatology), Stanford University Medical School. Price $7.50. Pp. 228, with 
242 illustrations. Lea & Febiger, 600 S. Washington Sq., Philadelphia 6, 1956. 


This volume has been written by Ervin Epstein in conjunction with 17 collaborators all of 
whom are known for their special interest and skill in their individual fields. An introductory 
chapter entitled “Why Dermatologic Surgery?” leads to the three principal divisions of Cold 
Steel Surgery, Electrosurgery, and Special Techniques. 

Much that is contained in this manual deals with operative methods which few dermatol- 
ogists use and which are more frequently the province of the plastic surgeon, such as extensive 
grafting, oral surgery, and surgical treatment of advanced surgical cancer; yet such discussion 
well indicates the need of knowledge by dermatologists and provides a primer of basic in- 
formation. Those chapters dealing with cold-steel excision, electrocautery, and other electro- 
surgical procedures are detailed, complete, and simply written. 

The newer and special techniques of surgical dermatology, dermabrasion, therapeutic 
tattooing, chemosurgery, and cryosurgery are adequately analyzed and discussed. It is to be 
noted that the principles and practice of chemosurgery have not yet had full acceptance by 
the medical profession, particularly as used in the treatment of malignant melanoma. A most 
valuable chapter deals with the most frequently performed and imperfectly done procedure, 
the biopsy. 

Dr. Epstein and his co-authors are-to be congratulated for the development and publica- 
tion of this volume which details dermatologic surgery for us in a comprehensive survey. 
It is emphasized throughout the book that the dermatologist should employ that. surgical 
technique in which he is best trained, and with that statement there should be no argument. 
However, greater knowledge of other techniques makes each of us a better and more capable 
physician. 

Well-selected line drawings, diagrammatic sketches, and photographs add immeasureably 
to the written text. “Skin Surgery” should be in the library of all dermatologists as well 
as all physicians who perform cutaneous surgical procedures of any type. 


The Structure and Function of the Skin. By William Montagna, Brown University. 
Price, $8.80. Pp. 356. Academic Press, Inc., 125 E. 23d St, New York 10, 1956. 


The author has written this very valuable book to supplement the usual neat account of 
the structure and functions of the skin contained in textbooks. He graciously acknowledges 
Prof. Herman B. Chase as silent co-author and expresses his particular gratitude to Drs. 
Walter C. Lobitz Jr., John B. Holyoke, Raymond R. Suskind, and Albert M. Kligman, whose 
efforts are apparenf in this panorama. : 

With academic intimacy he discusses the histology, cytology, embryology, histochemistry, 
and electron microscopy of the skin of man and other hairy animals. The table of contents 
lists eight nominally conventional chapters, but the reader finds fresh and current vistas: 
enzyme systems; the concept of melanin formation in melanoblasts and its distribution by 
the cytocrine method; Barr’s provocative discovery that male and female epidermis may be 
differentiated by observation of the sex chromatin of the nuclei in common Hand E stained 
sections; rhythmic mitotic cycles in the epidermis (mitotic activity higher during sleep and 
rest); the relation of morphology to secretion; cyclic activity of the glandular and pilary 
systems, and factors which influence that activity; the differentiation of epidermal and stromal 
elements, and the multipotentialities of the cells of each of these components; the inductive 
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mechanisms which bring about these changes; the unity of epidermis and dermis as an in- 
tegrated organ system. 

Excluding the brief but excellent preface, introduction, and table of contents, the book 
is 356 pages long and contains numerous superior photographic illustrations as well as in- 
formative drawings and diagrams which are accompanied by pertinent and adequately in- 
formative notes. 

References are extensive, comprehensive, and up-to-date. They should be of especial value 
to the investigator seeking new fields for research and departure points. 

The well prepared author and subject indices make easy recovery of forgotten details. 

The middle-aged clinical dermatologist, who has been unable to keep abreast with advancing 
knowledge in the basic sciences, will be awed as he learns of the enormity of recent good 
academic scientific research in the fields which make possible his most fruitful efforts. 

The student of dermatology will find here information in keeping with current teachings 
in the basic biologic sciences—information which should help him to maintain an ever-advanc- 
ing clinical understanding of dermatologic disease. ' 


Human Perspiration. By Yas Kuno, M.D. Price, $9.50. Pp. 416. Charles C Thomas, 
Publisher, 301-327 E.. Lawrence Ave., Springfield, Ill, 1956. 

This monograph is a monument to- a lifetime of study of the sweat gland by the most 
eminent of all Japanese physiologists. Now retired, Dr. Kuno writes a reflective compre- 
hensive account of the sweat gland as viewed from every standpoint, always documenting 
from the enormous amount of data which has flowed from his laboratory, and his team 
of 65 collaborators during the last 30 years. Kuno’s laboratories have been internationally 
recognized as the institute for the study of the physiology of sweating ever since 1934 when 
Kuno published his first monograph, “The Physiology of Human Perspiration.” His present 
summary of knowledge concerning the sweat gland is an excellent readable account which 
brings us much material previously lost behind the language barrier. 

The reader will find well-balanced and critical discussions of insensible perspiration, the 
anatomy and physiology of both eccrine and apocrine sweat glands, area differences, - the 
chemistry of sweat, the significance of sweating, the problem of acclimatization and, finally, 
research methodology. The typography and format are pleasing, and 78 figures and 18 
tables provide illustrative data. Since Dr. Kuno is not a clinician, clinical aspects of the 
subject are not covered. For the clinical side, Sulzberger and Herrmann’s monograph (“The 
Clinical Significance of Disturbances in the Delivery of Sweat,” Charles C Thomas, publisher, 
1954) stands as an excellent companion piece to Kuno’s book. One flaw mars the book, viz., 
a failure to give an adequate list of references. 

Kuno’s views on the evolutionary development of the sweat gland are presented in detail, 
and his data on comparative pharmacology in animals give a broader view to the field than 
has been held’ by those engaged only in egocentric observations and speculations. One new 
area of significance is that concerning axillary odor. Kuno points out that only 10% of the 
Japanese have any axillary odor. In these osmidrotic individuals, a distinctive typical apocrine 
gland is seen, whereas in the nonodorous the axillary sweat glands are intermediate in type, 
approaching the eccrine glands in histology. Thus, biopsy will permit the recognition of the 
odor potential of the individual. 

This volume must be classified as a research monograph, an up-to-date reference work 
which will be read with pleasure and profit by all engaged in studying the functions of 
human skin. 
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Tuberculosis of the Skin 


Considerations About Pathogenesis 


J. J. ZOON, M.D., Utrecht, Netherlands 


It has been extremely difficult for your . 


guest speaker from Europe to find a fairly 
general topic for a “main speech,” to be 
delivered to a select company like the 
American Academy of Dermatology and 
Syphilology. It is his duty to aim at treat- 
ing his theme in such a way that all his 
audience may yet derive some lesson from 
it. Your speaker indulges in this hope. 

In my opinion this speech certainly should 
not be a report of, e. g., physical or chemical 
detailed investigations of some current prob- 
lem; in that case the content would no doubt 
interest only a few of you. This would 
happen if I reported investigations from 
biophysical, chemical, genetical, allergical, 
pathological, bacteriological, or statistical 
fields. For it is for the present-day physi- 
cian, in this case the dermatologist, defini- 
tely impossible to be so generally developed 


and oriented that he would feel himself 


sufficiently at home in any random field 
of detailed investigation. Even if I were 
able to deliver a “speech of broad signifi- 
cance” dealing with one of these special 
fields, yet I think that I should now ap- 
proach a less detailed subject, and should 
discuss a more general topic with you. 


Received for publication May 7, 1956. 

From the Division of Dermatology, University 
of Utrecht, J. J. Zoon, M.D., Director. 

John E. Rauschkolb Memorial Lecture, read 
before the 14th Annual Meeting of the American 
Academy of Dermatology and Syphilology, 


Chicago, Dec. 6, 1955. 


DERMATOLOGY 





In the first place I should like to express 
my profound gratitude to your management, 
for the generous invitation to be your for- 
eign guest of honor. I consider this for me 
personally, for the University of Utrecht, 
and for my country, to be a great distinc- 
tion, which I have accepted with particular 
satisfaction and gratitude and with eager- 
ness. Never have I dared to imagine that 
a visit to your country in 1947, made possi- 
ble for me by the Rockefeller Foundation, 
would be followed by the enviable invita- 
tion from your Academy, to deliver for the 
first time the John E. Rauschkolb Me- 
morial Lecture. 

First, I should like to say that I have 
a great and growing admiration for the 
many important contributions that the 
American dermatologists have made in the 
past, and especially during this century, to 
our ever-growing science. I am thinking of 
workers such as Worcester, White, Duh- 
ring, Hyde, Fordyce, and, last but not least, 
of Rauschkolb, and many others. I venture 
to state that at present Anglo-American 
dermatology has taken over thé leadership 
in many respects from Europe. Until the 
thirties of the present century this leader- 
ship was indeed mainly in the hands of 
workers on the European continent, chiefly 
in consequence of the initiative and of the 
fruitful and ingenious ideas of the French 
and the German-speaking masters in the 
past, as well as of many English from the 
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19th century. We remember respectfully 
and gratefully men like Alibert, Besnier, 
Sabouraud, Hebra, Kaposi, Willan, Wiison, 
Hutchinson, Darier, Brocg, Unna, Schau- 
dinn, Jadassohn, Bloch, and many others. 

It is not that no important work is being 


done in Europe nowadays, but at present, 


it is mainly the scientific workers of the 
New World who again and again appear to 
be willing and able to keep dermatology 
alive and flourishing. You are not dried up; 
you have not become rigid in the—other- 
wise important—descriptive and morpho- 
logical aspects of dermatology, but you 
continually appear to ask not only about 
the shape but also about the how and why, 
and in searching for solutions of current 
problems you know how to use with ad- 
vantage the exact sciences, without the help 
of which we certainly cannot make suffi- 
cient further progress. You, American 
investigators, know how to make the bio- 
logical methods of investigation subservient 
to a full extent to the progress of our 
dermatological science; we now know your 
work to be a source of knowledge for us, 
we now find stimulating thoughts especially 
in your literature, derived from your 
minds. 

Formerly you used to come to Europe to 
gather knowledge; now we refresh and en- 
rich our minds from yours. 

How significant it is that antibiotics were 
introduced by you in a justifiable way in 
our medical methods! How important also 
are the thoughts originating from America, 
and the conceptions, principally further de- 
veloped here, concerning the significance of 
the endocrine glands in looking for explana- 
tions of symptoms and clinical pictures 
previously not quite, or not at all, under- 
stood. I must in this respect not leave the 
name of the great pioneer Selye unmen- 
tioned. 

Again and again it appears that in der- 
matology the system of super-specialization 
is also developing. It often appears to us 
from your literature that certain schools 
as well as individual investigators are re- 
stricting, and being compelled to restrict, 
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the field of their scientific activities to cer- 
tain limited areas because of directed inter- 
est and required knowledge of auxiliary 
sciences ; thus, you have important workers 
who restrict themselves to, e. g., biophysical 
or biochemical problems, to studying fungi, 
to histopathology, to the intricate problems 
of allergy, to morphological or functional 
anatomy, etc. In many respects you have 
become birds of every hue and feather in 
acquiring very varied interests in subdi- 
visions of our dermatological science, which 
have indeed grown to be very much apart. 

I have the impression that this growth 
in so many directions +has developed in 
America rather more energetically and also 
definitely somewhat further than with us 
in Europe, where, incidentally, the phe- 
nomenon can be seen in principle in exactly 
the same manner. But in all this differen- 
tiated interest we must never lose sight 
of one definite fact, which is that there is 
one interest that continues to bind us derma- 
tologists together: that is the interest for 
dermatology as a whole, for our mother- 
science, from which all the directions just 
mentioned have originated, continue to feed 
from, and from which fresh offspring con- 
tinue to appear. 

It seemed justifiable to me to choose a 
portion of this “mother-dermatology” as a 
subject for more detailed discussion, and 
therefore to ask‘ your attention for the 
comprehensive clinical picture of tubercu- 
losis of the skin. This disorder, as you all 
know, occurs much more frequently in 


. Europe than in this part of the world: the 


slightly senior European therefore certainly 
has a rather more extensive experience than 
many of you may have, and for many of 
us the frequent encounter with skin tuber- 
culosis has induced us to deliberate the 
many difficult problems concerning the how 
and the why; concerning the pathogenesis 
of this eminently polymorphous disease. 
It must strike us that now, after more 
than 70 years have elapsed since the dis- 
covery of the tubercle bacillus, we have, 
properly speaking, not yet arrived at a gen- 
erally accepted conception as to, for in- 
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stance, what should and what should not be 
included under the heading “skin tuber- 
culosis,” and that in many instances there 
also exists little or no unanimity concerning 
the manner in which the infection of the 
skin takes place. 

In ‘lupus, and scrofuloderma, the pres- 
ence of the tubercle bacillus can be easily 
demonstrated ; in some other manifestations 
of tuberculosis of the skin there is definite 
certainty that the tubercle bacillus is the 
pathogenic agent, but nearly always one fails 
to supply the absolute evidence by demon- 
strating the bacillus and satisfying the so- 
called postulates of Koch. 

When reviewing the content of the nu- 
merous publications, papers, lectures, and 
congress proceedings dedicated to skin tu- 
berculosis, again and again one arrives at 
the somewhat unsatisfactory conclusion that 
one does not yet completely grasp the nu- 
merous important problems that seem so 
simple. Too often reports are restricted to 
speculative contemplations without evidence, 
in which too much value is attributed to 
unproved working hypotheses: too often 
working hypotheses and not quite clear 
theoretical conceptions are used to construct 
explanations that on critical consideration 
appeared to be based on very uncertain 
foundations. Even seniors amongst us, in 
whom the faculty for criticism presumably 
is better ripened, have not escaped this 
faulty reasoning. Too often also one en- 
count*rs in the literature reports with a 
results of treatment in a series of cases, 
sonorous title that give no more than, e. g., 
that, moreover, are often noncomparable 
magnitudes. 

. All these reports may indeed constitute 
valuable contributions, but yet, e. g., neither 
the Copenhagen Congress (1930) nor the 
London Congress (1952) has taught us con- 
vincingly how we must view the origin of 
skin tuberculosis in its polymorphy; or, for 
instance, how healing, under the influence 
of therapeutics or not, takes place. Again 
and again we have to experience how diffi- 
cult it is to gain insight into these apparently 
simple problems. Therefore it still appears 
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justifiable to me, even now, in our attempts 
to construct a reliable insight into the 
pathogenesis, to start only from unques- 
tionable observations taught us by the clin- 
ical course, and in our attempts particularly 
not to use too uncertain hypotheses and 
auxiliary thoughts, refraining from the use 
of the word fantasies, in this connection. 
Thus it is possible, especially by clinical 
observation, to arrive at established facts 
without unknown entities, which may be a 
reliable basis for further study. When we 
realize which firmly established facts we 
know from the clinic and laboratory, then 
it soon appears that which is known with 
certainty is very little. 

It then appears that the dermatologist, 
who can observe and follow up from day 
to day the changes in the skin, with the 
naked eye and with the microscope, is re- 
peatedly confronted with questions that he 
cannot answer with certainty. Now that I 
have made clear to you how convinced 
I am of the many gaps in our knowledge, I 
should like to try to keep my contemplations 
as simple as possible, and I shall begin with 
the most basic: the definition, known to all 
of you, of skin tuberculosis—all those dis- 
orders of the skin and subcutis that are 
caused by the living tubercle bacillus (hu- 
man or bovine type). A general definition 
other than this etiological one, is, properly 
speaking, not possible. The abundance of 
forms in skin tuberculosis prevents us from 
giving a morphological definition; that, 
moreover, would be of subordinate signifi- 
cance for obtaining insight into the manner 
of origin. 

From the time previous to the discovery 
of the tubercle bacillus, the various names 
date back for the manifold skin disorders, 
with so very many various properties as re- 
gards macroscopical and microscopical as- 
pect, course, and localization, of which 
disorders the etiological identity has been 
known only since 1882, and at that often 
after much comtroversy. These old names 
continue to be used: lupus, acnitis, folliclis, 
lichen scrofulosorum, and so on. However, 
at present it is necessary, logical, and espe- 
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cially didactically better, to designate all 
manifestations by the etiological name, 
tuberculosis cutis, as Jadassohn and also 
Gans do, and to express the morphological 
appearance or other peculiarities by the use 
of one or more adjectives. 

In 1896 Darier introduced the name tu- 
berculids for a group of skin disorders, 
the connection of which with tuberculosis 
had been long since suspected or apparent, 
but which at the time one hesitated to in- 
clude in the tuberculosis cutis caused by liv- 
ing bacilli (as in the case of lupus or 
scrofuloderma).. These tuberculids, some of 
which I mentioned by name, generally were 
characterized by a more or less disseminated 
occurrence and an often symmetrical dis- 
tribution, by the lack of tendency towards 
local enlargement, by the tendency towards 
spontaneous healing, and by a course in 
attacks. The disorders included among the 
group of the tuberculids presumably can 
hardly have originated otherwise than by 
hematogenous distribution, if only because 
of their localization. At first, in this respect 
one thought also of a circulating toxin of 
the tubercle bacillus. In this connection I 
should like to mention the names of 
Hallopeau and Boeck. I am of the opinion 
that the proposition of Pautrier in 1900, to 
comprise this group under the name of 
“tuberculose cutané atypique,” is a correct 
one; I think the choice of the name toxi- 
tuberculids is not a correct one and the 
name tuberculids not fortunate. It may be 
a correct observation that following admin- 
istration (injection) of tuberculin, occasion- 
ally an eruption of e. g. lichen scrofulosorum 
occurs, yet to me it appears incorrect to 
hold the injected tuberculin, as such, di- 
rectly responsible for this. One should 
rather thirk of mobilization of tubercle 
bacilli from elsewhere, as one has grown 
to know this phenomenon in the past by 
unfortunate experience in the focal re- 
actions, followed by general reactions, oc- 
casionally seen arising when tuberculosis, 
including that of the internal organs, was 
treated with too large dosages of tuberculin 
as a vaccine. It appears indeed correct to 
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consider the so-called tuberculids the result 
of a hematogenous distribution of tubercle 
bacilli; it is incorrect always to attach to 
the tuberculids, as listed by Darier, the 
tendency to spontaneous recovery. For clin- 
ical experience actually occasionally shows 
us an extremely chronic course, In this 
respect I am referring to erythema indura- 
tum. A hematogenous dissemination of 
tubercle bacilli certainly need not always re- 
sult in the so-called tuberculids, for this 
way of distribution may sometimes cause 
a classical lupus vulgaris, macroscopically as 
well as microscopically. In assuming the 
tuberculids to be entirely in a class by them- 
selves, then, as a criterion for this group, 
one cannot regard a temporary course since 
this may be absent in typical tuberculids, 
nor the microscopical aspect, nor the hema- 
togenous manner of origin, as this latter 
way of distribution of the bacilli may defi- 
nitely give rise to disorders that certainly 
nobody would be willing, or allowed, to in- 
clude among the tuberculids. The aforemen- 
tioned hematogenously originated lupus, for 
instance, postexanthematous lupus, in which 
many tubercle bacilli may constantly be 
demonstrated, is an example of this. 

Thus, neither the manner of distribution 
nor the course appears to contain anything 
to go upon, nor is it possible to encounter 
certain histological structures regularly in 
certain forms of skin tuberculosis, as is 
characteristic, e. g., for lupus or for tuber- 
culids. 

Moreover, one should keep in mind the 
fact that the etiological proof cannot 
be given in each form of skin tuberculosis 
and that especially the latter argument often 
fails us in those forms that have been seen 
assembled in the group of the tuberculids. 

Perhaps considerable improvement in 
bacteriological techniques might demonstrate 
the bacilli in these cases more often. Meyer 
reported, from Germany in 1955, in six 
out of eight patients with erythema indura- 
tum a positive bacillar finding. 

As late as 1930 Volk, editing the chapter 
“Tuberculosis” in the Handbook of Jadas- 
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sohn, denied the tuberculous etiology of 
erythema induratum. 

For the time being it is certain that in- 
vestigations have taught us that demonstrat- 
ing the tubercle bacillus in tuberculids 
succeeds so rarely that we have to content 
ourselves in these cases with arguments of 
the second order: the history, the demon- 
stration of tuberculous foci elsewhere in the 
body, positive cutaneous reactions, etc. In 
this manner certainly sufficient arguments 
may be adduced in favor of the conception 
that it is indeed the bacilli that cause the 
disorder, but that these bacilli are rapidly 
destroyed after reaching the skin. This is 
caused by the specific defensive powers of 
the body, possibly antisubstances such as 
are presumed to be present in an immunized 
host (according to the investigations of 
Lurie-Monro). The products of the 
destroyed bacillus give rise to a reaction 
from the tissue that sometimes shows the 
classical picture of tuberculosis, sometimes 
is only or mainly a nonspecific reaction. 
The histological properties of the diseased 
tissue may therefore be very different. That 
the bacilli cannot, or only very exception- 
ally, be cultured results from the fact that 
they are too rapidly destroyed. These facts 
teach us to understand the various proper- 
ties of the course of the various tuberculids ; 
in this understanding is included also the 
possibly present tendency towards spon- 
taneous recovery, because the bacillus cannot 
maintain itself. 

I repeat what I stated before, that one 
should speak of tuberculosis cutis (as is 
fortunately done by many, but omitted by 
still too many) and one should indicate, by 
adequate adjectives, which form is meant in 
a certain case. I therefore include under 
the etiological definition likewise those skin 
disorders in which the bacillus often cannot 
be demonstrated but in which other clinical 
arguments compel us to accept a direct re- 
lationship with the tubercle bacillus. 

So tuberculosis cutis comprises a large 
group of disorders with extremely differ- 
ent macroscopical and microscopical find- 
ings. One should try to understand these 
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various findings by regarding them as 
resultant from an interaction between, on 
the one hand, the bacilli that reach the 
skin (their number and potentiality appear 
of importance) and, on the other hand, the 
body that at the moment of infection of 
the skin may have available much, little, or 
no resistance. 

By resistance is meant (a) the nonspecific 
resistance dependent on the general condi- 
tion of the body, for example, the nutritive 
condition, and (b) the specific resistance 
(immunity) which develops only after con- 
tact with tubercle bacilli, and which may 
be expressed in a positive Pirquet or 
Mantoux reaction. 

This specific resistance may vary under 
the influence of many different factors. I 
mention the following: the existence of 
tuberculous foci elsewhere, intercurrent dis- 
eases (measles), seasonal influences. To a 
certain extent one can gauge the degree of 
immunity from the skin: with strong im- 
munity generally there is no expansion, no 
necrosis or ulceration; with limited im- 
munity, expansion, necrosis, and ulceration, 
and little tendency to heal. 

These concepts are, truly enough, rel- 
atively vague and cannot be expressed ac- 
curately in figures and measures but still 
are suitable; I think we are able to. under- 
stand more or less the very different nature 
of the efflorescences of the polymorphous 
tuberculosis of the skin. If we, in our con- 
siderations concerning the development of 
the various forms of skin tuberculosis, in- 
clude also the manner of distribution of the 
bacilli (as a rule lymphogenous or hematog- 
enous) then each eruption may indeed be 
understood, in any given case, with the help 
of the factors aforementioned: number and 
potentiality of the bacilli, resistance of the 
body, and manner of distribution. 

You might argue that this has long been 
known, but then I should like to point out 
the simplicity of the arguments that we use 
in our considerations. We do not attempt to 
arrive at a seemingly more complete and 
better explanation with the help of a series 
of auxiliary hypotheses, since we are of the 
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opinion that we only make the considera- 
tions more intricate by introducing new con- 
cepts, which often are wholly, or partly, 
unknown entities. 

The specific resistance is a result of the 
occurrence of allergic relations in which, 
very. likely, antisubstances arise from sen- 
sitizing. I repeat: very likely. No one has 
succeeded in transporting these antisub- 
stances passively according to Prausnitz and 
Kistner; however, following the investiga- 
tion of Lurie and associates, we are indeed 
allowed to conclude their presence, and the 
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towards the occurrence of necrosis and 
ulceration, or on the reaction of the epi- 
dermis that may show parakeratosis or 
hyperkeratosis. 

As clinical observation shows, one could 
contrast the very chronic tuberculosis cutis 
tuberculosa sive luposa, which is stationary 
for years at a stretch without ulceration 
(or sometimes is only slowly progressive, 
and which may even show partial spon- 
taneous recovery), with the ulcerating tuber- 
culosis cutis orificialis that occurs when all 
resistance on the body’s side is lacking. As 


important role that monocytes may play.~a rule tuberculosis of the organ “skin” is 


These antisubstances in some manner inter- 
act with the noxious agent, that is, the 
tubercle bacillus. It does not appear sensi- 
ble to me, however, and it is not necessary, 
constantly to juggle with new forms of 
allergy that often do not aim at more than 
a possible explanation of a certain clinical 
condition or a microscopically visible tissue 
reaction. Thus the concepts of dis-anergy, 
positive anergy, and eu-anergy, pro-cutines 
and anti-cutines, barely help in gaining in- 
sight ; to a certain degree they are only new 
unknowns and remain theoretical concepts. 
Until recently it was even doubtful whether 
it was permissible to introduce the antisub- 
stances as a concrete and real notion; in 
any case they are not strictly necessary to 
explain the changed function of the skin 
that is the origin of a certain pathological 
tissue. 

I promised you to remain firmly on solid, 
known ground, and therefore I return to the 
fact that for the origin of skin tuberculosis 
the following points are of prime impor- 
tance: firstly, the number and potentiality of 
the bacilli transported to the skin; secondly, 
the condition of the organism (body), local 
and general. These two factors determine 
the type of skin disorder that will develop. 
As a rule it may be seen that the tubercle 
bacillus causes an inflammatory process of 
a proliferative type, which may have a 
very different aspect, dependent on the size 
and localization (depth) of the inflamma- 
tion, on the occurrence of papillomatosis or 
not, on a more or less definite tendency 
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an inflammation of the cutis, developing in 
a patient who has previously been in some 
contact or other with tubercle bacilli, i. e., 
a so-called superinfection. Only very rarely 
one may observe the primary complex of 
the skin, which then is understood to be 
an exogenous infection in a body that is 
virginal in regard to tubercle bacilli. 

Formerly, the picture was known of the 
circumcision wounds infected with tubercle 
bacilli in suckling infants treated according 
to Israelitish rites. After primary ulceration 
at the site of infection, regional lymph 
node swellings could be seen, again followed 
by a general dissemination of the bacilli 
and consequently a fatal course in more 
than 50% of these cases. The infected new- 
born child often .behaved simply like an 
inoculated guinea pig. The primary infec- 
tion in a virginal bedy in older people 
(butchers, nurses, physicians, veterinarians) 
does not run such an unfavorable course: 
here, likewise, there is primarily an ulcera- 
tion, followed by a regional glandular swell- 
ing, often showing suppuration. However, 
in these cases a better general resistance and 
a developing specific resistance together ap- 
pear able to prevent the process becoming 
general. In these older people one may see 
the primary ulceration form turning into the 
proliferative inflammatory type (as in 
lupus), this being the reaction of a body 
that has come to have at least some specific 
resistance at its disposal. 

In our practice we only rarely observe 
the true primary infection of the skin. From 
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the described course, however, it is clear 
that the lupus type occurs if some specific 
resistance has developed, as is the case after 
previous contact in some way with the 
tubercle bacillus. All this leads to the con- 
cept that one should consider the great 
majority of cases of lupus as a superinfec- 
tion, in which the source of the bacilli that 
reach the skin should often be sought in 
tuberculous manifestations in the patient 
himself: therefore an endogenous super- 
infection. 

Of an exogenous superinfection, as well 
as of an exogenous primary infection, one 
must indeed accept the idea that these may 
develop only after contamination of the 
skin with a great number of bacilli that 
are brought directly, via abrasions, through 
the epidermis into the cutis. Occasionally, 
not often, we encounter cases that force us 
to conclude that this is the course of events. 

At the moment, therefore, that the bacilli 
reach the connective tissue of the skin from 
within, the organism has at its disposal an 
amount of specific resistance that may exert 
its influence and that may lead to an inflam- 
matory process of the chronic type with 
tendency towards necrosis, which, after all, 
is secondary in these cases. Here then is a 
difference between man and guinea pig: in 
the latter the superinfection results in an 
allergic reaction with rapid necrosis, fol- 
lowed by recovery; in the former a slowly 
developing inflammatory process that often 
lacks even the tendency towards recovery. 

I therefore imagine that the bacilli that 
reach the skin have often come from the 
patient himself. They reach the connective 
tissue of the skin via the mucous membrane 
of nose and mouth or intestine, via the 
lymph vessels, lymph nodes, joints, and so 
on, consequently via an endogenous route. 
We may assume the lupus of the skin to 
have originated mainly in two ways: 

Firstly, from the mucosa, which may (or 
may not) show local alterations. The bacilli, 
from within or from without, are conveyed 
via the very superficial network of lymph 
vessels (parallel to the skin surface) into 
the cutis, where the proliferative inflamma- 
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tion begins to develop in the papillary layer 
and the reticular layer. 

These cases are clinically well known: 
the visible alterations may be observed aris- 
ing at the tip or at the wings of the nose, 
or round the corners of the mouth, round 
the anus, and subsequently spreading slowly 
but as a rule surely. It sometimes takes 
years before a smaller, or unfortunately a 
larger, part of the skin has become affected. 
The mutilating nature of the disease, as it 
sometimes occurs, is the result of the ne- 
crosis. This point of view forces itself on 
us when we remember that in many patients 
the skin tuberculosis is preceded by an in- 
flammation of the mucous membrane. This 
is often the porte d’entrée. The penetration 
of bacilli into the mucosa is greatly facilita- 
ted by easily occurring slight injuries of the 
mucous membrane resulting from inflamma- 
tory processes (e. g., rhinitis, proctitis) and 
resulting from mechanical injuries (e. g., 
by blowing and cleaning the nose). 

We found, by examination or from the 
history, this to be the real course of events 
in 424 of 455 lupus patients. The accept- 
ance of an invasion via the mucous mem- 
branes in these cases is thus a certainty: 
that no alterations would occur in the 
mucous membranes need only be accepted 
for a few of the cases. It is certain that 
we daily find that not every contact with 
the tubercle bacillus need result in a visible 
tuberculosis of the mucosa or of the skin. 
These disorders occur only very rarely in 
the environment of patients with open 
tuberculosis, although in such cases it is 
certain that the contact is a regular one. 
Once more we draw from this finding the 
conclusion, long recognized, that the skin 
itself may not easily be infected from with- 
out. It appears that the sound external skin 
and even the mucosa do not offer favorable 
conditions for the “taking” of the infec- 
tion, especially when there is some specific 
resistance. The structure and the chemical 
composition and perhaps the lower tempera- 
ture of the skin are factors of importance 
here, the exact value of which, however, is 
insufficiently known. 
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These facts are also brought to the fore 
in the important recent publications of 
Griffith, Jensen, and Frimodt-Miller. In 
the establishment of an explanation of the 
pathogenesis of skin tuberculosis, this 
should be duly taken into account. 

Secondly, from the mucosa (or even froni 
a skin focus) the bacilli are transported, not 
to the superficial, horizontally running, 
lymph pathways, but via the larger and 
more deeply situated lymph vessels, more 
deeply towards the regional lymph nodes-—— 
submental, submandibular, and- preauricu- 
lar—and often to a small gland in the middle 
of the cheek. These somewhat more deeply 
situated: glands begin to inflame, to swell 
and suppurate with caseous necrosis; the 
pus seeks an outlet, the skin then becoming 
perforated. Around this fistular aperture 
thus at a greater distance from the porte 
d’entrée, a lupus may be observed develop- 
ing and spreading in consequence of the 
tuberculous lymphadenitis. The cutaneous 
connective tissue is affected, because again 
the superficial lymph vessels are infected, 
and the first process I mentioned starts de- 
veloping. From clinical experience we con- 
clude a supply of bacilli spreads vertically 
from the deeper regions towards the skin, 
subsequently spreading in a horizontal direc- 
tion. Also with this course of events the 
lupus is, as a rule, an endogenous super- 
infection; it may and indeed must be con- 
sidered possible that, in many cases, the 
tuberculous lymphadenitis follows on a first 
encounter of the body with the bacilli. When 
at a later moment, the skin is reached from 
within by the bacilli, it possesses a certain 
degree of resistance. 

In the first-mentioned cases one need only 
accept a relatively superficial horizontal 
manner of spreading via the lymph path- 
ways. One may, and sometimes must, con- 
clude from clinical observations that there 
is a combination of the two processes. 
Lupus outside the face and the neck may 
also be assumed to have developed in this 
way. The slightly more deeply situated, 
suppurating, and subsequently perforating 
focus may then, besides in a lymph node, 
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also be situated in the joints and their 
capsules, in bones and, e. g., in tendon 
sheaths. The latter foci then will as a rule 
have been infected via a hematogenous 
route. I am surprised that such a critical 
and eminent expert on skin tuberculosis as 
Dowling propounds, in Modern Trends, 
second series, as late as 1954, the view that 
all lesions of lupus verrucosus and a con- 
siderable number of cases of lupus vulgaris 
are the result of “exogenous implantation 
of tubercle bacilli in the skin.” As regards 
the fact that the clinical and histological 
findings in these two forms of skin tuber- 
culosis regularly show differences, he 
probably rightly denies shape-determining 
regional influences. In this I can agree 
with his views. For it is sometimes possible 
to observe the one form developing in areas 
where one would rather expect the other. 

However, when from the data that lupus 
vulgaris mostly occurs in children between 
2 and 15 years, whereas lupus verrucosus 
becomes manifest at a somewhat older age, 
he concludes that in the younger group 
(showing lupus vulgaris) a cutaneous in- 
oculation with tubercle bacilli would be the 
first encounter with this micro-organism, 
whereas the older group showing the ver- 
rucous form is assumed to have already 
been sensitized and immunized by a primary 
infection elsewhere (lungs or intestine), 
then I cannot share his opinion. Does Dow- 
ling really think that lupus vulgaris arises 
by primary exogenous infection of a body 
virginal in regard to tubercle bacilli? I 
cannot accept this: also in lupus vulgaris it 
implies that the skin is reached from within 
by bacilli, after a primary infection has al- 
ready taken place previously (e. g., mucosa, 
glands). 

This earlier encounter with the tubercle 
bacillus has brought about a possibility for 
the factors determining the clinical course. 
defense, the existence of which is one of 
Dowling’s hypothesis I fear I must deny, 
since lupus vulgaris, according to observa- 
tions in our many patients, often is indeed 
preceded by a visible invasion of the mucous 
membrane or/and of the glands, but only 
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extremely rarely by a true exogenous pri- 
mary complex. 

Transport to the skin may also occur via 
the blood stream and result in that form of 
skin tuberculosis that macroscopically and 
microscopically is lupus. Although at pres- 
ent we are all certain that the data of 
Lowenstein concerning the frequent appear- 
ance of the tubercle bacilli from the circu- 
lating blood in cultures, are not entirely 
correct, yet we have some reason to accept 
the view that viable bacilli in the blood are 
no rarity. Many cases of lupus outside the 
skin of the face and adjacent areas show 
us that circulatory disturbances in the lower 
legs, scars, burns, wounds, and inflamma- 
tions of other kinds, often are, years later, 
of place-determining significance for the 
“taking” of an infection from within that 


can hardly arise otherwise than via the 
-blood stream. From these findings we .con- 


clude also that bacilli are transported via 
the blood vessels. : 

Once this lupus infection has settled in 
the skin, then—at least if we had not the 
powerful chemotherapeutic agents at our 
disposal that we have today—it could hardly 
be healed. After hematogenous dissemina- 
tion, the previously mentioned factors— 
number and virulence of the bacilli and 
possibilities of defense and immunity rela- 
tionships of the body—also determine the 
type of tuberculosis. The bacilli in this 
hematogenous distribution are now cer- 
tainly the patient’s own bacilli coming from 
internal foci, which often cannot be demon- 
strated, probably mostly situated in the 
lymph nodes. 

Hematogenous distribution from a skin 
focus elsewhere, we may hardly or never 
consider present, as judged from clinical 
observations; I have never seen it. 

The diagnosis in these hematogenously 
developed, often multiple foci of lupus may 
be established by demonstrating the bacillus 
in the inflamed tissue. One is not dependent 
on arguments of the second order—on the 
history, or on the occurrence of signs of 
tuberculosis elsewhere in the body (roent- 
genograms, remnants of glandular or bone 
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tuberculosis, positive Pirquet or Mantoux). 
The latter, however, is indeed the case in 
those forms of skin tuberculosis that also 
arise definitely via the hematogenous route, 
these being the tuberculids mentioned above. 
Demonstrating bacilli in the skin lesions in 
these cases is possible only in extremely 
exceptional cases, very likely because of 
destruction of the bacilli. Yet demonstrat- 
ing sometimes does succeed: I may remind 
you here of the fact that your fellow coun- 
trymen Oliver Ormsby and. MacLeod were 
the first to demonstrate the tubercle bacillus 
in a tuberculid. From clinical practice the 
impression is obtained that the bacilli are 
mostly disseminated from the lymph nodes; 
not. rarely do specifically inflamed glands 
even appear visible to the naked eye. 

We are surprised regularly to observe 
that the general condition is so favorable, 
whereas an active internal process must be 
assumed ; we may conclude there is a favor- 
able balance between the living organisms 
in certain foci and the defense of the body 
against them. The fact that the latter is, 
in many cases, certainly dependent on a 
specific resistance, is proved by the strongly 
positive Pirquet reaction, sometimes even 
with diluted tuberculin, so strong as to be 
bullous. Until a few years ago, in Holland, 
we observed the tuberculids rather fre- 
quently among our outpatient material. 
Since in ‘the treatment of internal and 
glandular tuberculosis powerful chemothera- 
peutic agents and antibiotics have been 
applied, we observe a much less frequent 
occurrence of the clinical pictures resulting 
from dissemination. This is because we are 
now able to influence these internal foci in 
such a way that the process of dissemina- 
tion is discontinued. Concerning the therapy 
I will make no more than this one brief 
remark, since I aimed only at giving you 
some considerations concerning the patho- 
genesis. It is clear that very much is still 
largely unknown concerning the manner in 
which the tubercle bacillus interacts with 
the body. The few facts that we assume 
we know with certainty resulted in the sim- 
ple kind of proposition I have tried to for- 
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mulate for you here. Further insight will 
have to be obtained from detailed investiga- 
tions, mainly belonging to the laboratories 
of the pathologist, the bacteriologist, and 
the allergist. These already have revealed 
much, but I still should like to give serious 
tremely critically. One should especially 
avoid theoretical constructions that fail to 
advice to all who occupy themselves with 
this matter, to observe and interpret ex- 
have the observation from actual patients 
as a starting point and a check. 

A few words more concerning some der- 
matoses that continue to bring us into diffi- 
culties because one is not certain about the 
chapter in which they should be included. 
Thus, traditionally, the chapter “tubercu- 
losis of the skin” is concluded with a dis- 
cussion of Besnier-Boeck’s disease, chronic 
discoid lupus erythematosus, and granuloma 
annulare. 

In my opinion in none of these diseases 
has the tuberculous etiology been confirmed 
or even made plausible. Indeed, feeble argu- 
ments can be adduced but these are not very 
convincing and on top of that often hold 
good only for too few cases, on the grounds 
of which general assumptions are made too 
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easily. A mistake in clinical diagnostics 
or in laboratory experiments, the use of 
concepts that are too theoretical and often 
unjustifiable may result in opinions that 
cannot stand criticism. As long as the tu- 


_bercle bacillus has not been demonstrated 


as a cause, or the lack of success has not 
been made plausible in an acceptable way 
(as in the tuberculids), one should not 
derive evidence from statements that are 
too hypothetical. Danbolt’s excellent chap- 
ter on sarcoidosis (Modern Trends, 1954) 
states the same opinion. 

Neither clinical course nor critical evalua- 
tion of the results of laboratory investiga- 
tions nor ‘sound interpretation of our 
knowledge of immunity relationships can 
present us with positive and reliable argu- 
ments that would make a tuberculous etiol- 
ogy likely. 

I may conclude my discourse with 
emphasizing this fact to you and myself: 
Let us observe and draw conclusions with 
extreme caution and criticism, let us never 
give way to wishful thinking, and let us 
work with truthful arguments only; only 
these can result in a better insight. 





CORRECTION 


In the article “Cutaneous Elasticity and Hyperelasticity,” by Drs. Francis A. Ellis and 
William R. Bundick, in the July issue of the Archives, the first author’s name was incor- 
rectly given as Francis E. Ellis. Dr. Sture A. M. Johnson (p. 31) is not from Rochester, 
Minn., but from Madison, Wis. On page 22, in the second paragraph of the second column, in 
the sentence beginning “Warm moist hands,” the word hypothyroidism should be hyper- 


thyroidism. 
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Solar Dermatitis 


JOHN H. LAMB, M.D.; PHYLLIS E. JONES, M.D., Oklahoma City, and THOMAS B. MAXWELL, M.D., Bakers- 


field, Calif. 


Since our! first studies of the poly- 
morphic light-sensitive eruptions were re- 
ported, an effort has been made to study 
further the clinical and microscopic means 
of differentiation of solar dermatitis and 
discoid lupus erythematosus. Sufficient time 
has elapsed to evaluate certain therapeutic 
ideas suggested in the earlier study, i. e., the 
value of hormonal therapy and the use of the 
antimalarial drugs such as chloroquine and 
quinacrine (Atabrine). 


Clinical Differentiation 


Clinical differentiation of plaque-like (the 
commonest type) polymorphic light eruption 
and discoid lupus erythematosus is not diffi- 
cult in most cases and may be summarized 
as follows: 


There is no problem with the third type 
of solar dermatitis (the contact eczematous 
type) in a differentiation from lupus 
erythematosus. The discovery of sunlight as 
the caus? of the eczema is difficult to estab- 
lish. The patients have been seen each sum- 
mer for many years by reputable dermatolo- 
gists and allergists. Patch tests have been 
negative to all contactants. Their skin 
eruptions are confined to the exposed areas 
and resemble in all aspects contact derma- 
titis. Exacerbation in the summer or with 
excesses of sunlight exposure in the winter 
is a point that is significant. 

Experience has shown that tests to the 
various wave lengths of light are contraindi- 
cated in this group. Two patients of this 
classification have been hospitalized with 








PLAQUE- LIKE ERUPTION 
1. Pinkish color with telangiectasis and in- 
duration. 

2. Slight plugging and dilatation of follicles. 
3. In winter remission no atrophy is apparent. 
Some healed areas remain depigmented. 

4. Clear with cooler weather. 

5. Posterior cheek areas and mastoid areas 
of the neck preferred. 

6. Pruritus. with excoriations. 

7. High percentage of cases in the male 


(90%). 


DISCOID LUPUS ERYTHEMATOSUS 

1. Purple-red color at peripherae with center 
white and scaly. 

2. More pronounced plugging and dilatation 
of follicles. 

3. Healing with marked atrophy. 

4. Slight seasonal variation. 

5. Butterfly areas of nose, cheeks and upper 
lip are favorite sites. 

6. Burning. 

7. High percentage of cases in the female. 





The papular and prurigo-like type of poly- 
morphic light eruption does not offer any 
confusion with lupus erythematosus ; this is 
a rarer form of the disease. Some of the 
patients have had prurigo aestivalis since 
childhood. The line of division from the 
plaque-like variety, however, is most difficult 
in many cases since there is an admixture of 
all three types of lesions. 


Submitted for publication Aug. 6, 1956. 

Read before the 76th Annual Meeting of the 
American Dermatological Association, Inc., Santa 
Barbara, Calif., June 19, 1956. 


acute exacerbations of the disease for one 
or two months following such a procedure. 

The fourth type of light eruption (multi- 
forme type or erythema solare perstans) 
leads to confusion with the evanescent, ery- 
thematous variety of subacute lupus ery- 
thematosus. In the Southwestern portion 
of the United States this problem has pre- 
sented itself only on a few occasions in 
10 years. In this section of the country the 
cases of solar dermatitis far exceed those 
of lupus erythematosus in number; the dis- 
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seminated form of lupus erythematosus is 
a rarity. 

In the Northern and Eastern areas the 
latter disease far outnumbers solar derma- 
titis; therefore, the problem of dividing 
these borderline cases is more pressing.” 

In the erythema multiforme type of solar 
dermatitis the lesions are lighter in color, 
unilateral, or worse on the left cheek (owing 
to exposure from the driver’s seat of motor 
vehicles). The patient’s general condition is 
excellent. The laboratory examinations are 
negative except for low sperm counts in the 
male. The male patients outnumber the 
females in this form of light eruption. 

In the erythematous type of subacute 
lupus erythematosus there may be joint 
pains, low-grade fever, general debilitation 
and weakness. The laboratory tests may 
show high sedimentation rate, leukopenia, 
secondary anemia, reversal of the albumin- 
globulin ratio, and the presence of the L. E. 
cell. 

Sex of the patient again is decisive; a 
high percentage of patients with subacute 
lupus erythematosus are female. If the 
proper diagnosis is still questionable, a 
careful observation of the case in question is 
necessary. 

Hospitalization with bed rest and non- 
exposure to sunlight or fluorescent lights 
for one week may clarify the diagnosis in 
these borderline cases. It is also recom- 
mended that more than one biopsy be 
studied. The biopsy has been of value to us 
in several patients in the erythematous 
group. 

Dr. Zola Cooper initiated the study of 
the histopathology of solar dermatitis in our 
group. Through her stimulation and teach- 
ing it has been continued, and it will be 
reported here. 


A Microscopic Comparison 


Polymorphic light-sensitive eruption and 
lupus erythematosus often present a similar 
microscopic appearance ; therefore when the 
choice clinically between these two diseases 
was difficult the biopsy also failed to differ- 
entiate between them. 
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Believing that sufficient criteria for their 
differentiation existed, we studied a series 
of sections from known cases and set down 
our findings in tabular form. Microscopic 
sections from 30 polymorphic light-sensitive 
c2ses were studied. Cases were selected for 


‘this study as they presented their problems 


to us, whether male or female, plaque-like, 
prurigo-like, or erythematous. Some of the 
patients diagnosed as borderline lupus ery- 
thematosus were included; 24 were males 
and 6 were females. Their ages ranged from 
25 to 63 years; average age was 46 years. 
Twenty cases were of the common type of 
light eruption, i. e., plaque-like. Six were of 
the papular, prurigo-like variety; three were 
classified in the erythematous group, and one 
in the contact eczematous group. Duration 
of the disease ranged from several months 
to eight years. The common biopsy site was 
on the pretragal area of the cheek, some 
were from the mastoid area of the neck, and 
several were from the forearms. 

As controls, histologic sections of 11 cases 
of lupus erythematosus were compared. All 
sections were routinely stained with hema- 
toxylin and eosin, and, in most instances, 
sections were also stained with acid orcein 
to demonstrate elastic tissue. All biopsy 
sections were from the exposed areas of the 
face, neck, hands, and arms. 


Results 


The results from the histologic sections 
of polymorphic eruptions were shown by 
the tabulated charts (Table 1), and the fol- 
lowing observations were made: 

1. Relative hyperkeratosis is common to 
both lupus erythematosus and polymorphic 
light-sensitive eruption, but parakeratosis oc- 
curring with hyperkeratosis is commonly 
seen in 66.6+% of light-sensitive disease. 
No parakeratosis was seen in lupus erythem- 
atosus. 

2. Atrophy is common to both lupus ery- 
thematosus and polymorphic . light-sensitive 
eruption and roughly equal in frequency and 
amount ; 80% of the light-sensitive sections 
showed this feature. 
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TABLE 1.—Microscopic Findings in Thirty Cases of Polymorphic Light-Sensitive 
Eruption 
Clump- 
Hyper- _Para- Liquefac. Infiltrat. Basophil. ing Extrava- 
Case kerato- kerato- Acan- Atrophy Basal PV Lymph Degener. Elastie sation Edema Foll. 
sis sis thosis Cells PA Lymph Collagen (Elacin) RBC Plugs 
1 M + 0 0 ++ 0 ‘ PV&PA oa + 0 a a 
Plaque 
2 M 
Plaque SL ee + + 0 PV & PA et a ee + 
3 M + + 0 te. ++ PA + + 0 + + 
Plaque pears 
eee eo 0 t ++ + PA gts 3s ++ 0 bs aa + 
Pruriginous ++ 
plaque 
 ReEES a me 0 0 Se ee PA & PV ++ Ge on a oon RS, + 
Borderline?; ++ 
seb. type L.E. 
6 M + + iY Se PA& PV er ++ + ++ + 
Erythematous ++ 
7 ++ + 0 ++ 0 5 ++ +> + + + 
Pruriginous ‘ 
8 M ++ ++ —t 0 0 + thet ++ at 0 +> 0 
9 F + 0 0 ++ 0 PA + 0 0 + + 
Erythematous + 
plaque 
10 M + tt - tos 2 0 PA ++ ++ 0 ++ +4 
Plisque + 
nl M me Ge aa 0 ++ 0 PA & PV SS + + ++ + 
Plaque-like +++ 
2 =#M ++ ++ 0 ++ 0 PA & PV + Not 0 ++ + 
Plaque +++ done 
3 M ++ 0 0 a es, a a PA +--+ Not 0 ++ + 
Plaque ++ done 
14 =#M ++ 0 ++ 0 0 PV +-E+ ++ 0 5 mY 
Plaque ++ 
5b M + + 0 t+.) ++ PV Way co Rn oa 0 + + 
Erythematous ++ 
16° M + ++ sho} ++ 0 PV ++ ++ 0 + + 
Plaque ++ 
z7 M + + ++ ++ + PV ++ ++ + 0 0 
Plaque $+ 
1 M 6 i Tee t+ + + PV ++ ++ Gon + 
Plaque + 
19 M ++ > + 0 PV ++ 0 0 ++ +++ 
Prurigo; +; retic- 
plaque severe ulum and 
oa cells 
20 F ++ ++++ ++-sl. 0 0 PV & P 0 0 0 ++ 
Prurigo; intra- ++4+4; 
papular . cell; reticulum 
edema cells 
20=«6M ++ ++++ slight 0 + PA ++; + + 0 + + 
Plaque + eosino- 
philes & 
: reticulum 
2 %M > + 0 ++ + Subepider. 0 0 ++ + + 
Severe plaque . +++; 
reticulum 
2 OM a 0 +: + 0 PA +++ ++ + ++++ 0 
Plaque +44 
4 OM t+ 0 0 ++ 0 EY Fe +4 0 aby im ae 
Plaque a 35 
6. F a ++ 0 ++ 0 PV ++ + + ++ + 
Papular; ++ 
prurigo 
6 M + + ss 0 0 PV 5 iia + et ++ 
Plaque ++ + 
7. 6 6F sae + 0 + 0 PV + + a + + 
Prurigo ++ 
2 M 0 ++ HEF: 0 0 PV + 0 + 0 
Contact ++ 
2(a) M ++ 0 0 ++ ++ PV +t+ ++. 0 
Neck ++ ee 
Plaque-like ‘“ 
20(b) M ++ 0 0 + + PV Sa + 0 tt So 
Arm + 
Plaque-like 
M +++ 0 0 + 0 PV sy ++ 0 
Plaque + i — ‘ + 
ce! 











UMI 





3. Liquefaction degeneration of the basal- 
cell layer was a constant finding in lupus 
erythematosus, but was found in only 40% 
of light-sensitive eruptions. 

4. Acanthosis alternating with atrophy is 
about equal in each disease (41%) in light- 
sensitive cases. 
more pronounced feature in many histologic 
sections of solar dermatitis, and-is an aid 
in differential diagnosis from lupus erythem- 
atosus. 

5. The lymphocytic infiltration is equal in 
amount in each, and is uniformly present in 
all sections. The placements, either peri- 
vascular (PV) or periappendageal (PA) 
are of no significance in differentiation. 
Three severe cases showed. a polymorphic 
infiltrate with reticulum cells, eosinophiles 
and plasma cells which simulated that seen 
in lymphoblastoma. Andrews, in discussing 
solar dermatitis,1 presented a case of severe 
solar dermatitis who had had a nodular, 
sarcoid-like eruption over the face and neck 
when exposed to solar radiation for 20 years. 
The pathologist suggested a diagnosis of 
lymphosarcoma, but clinically the patient was 
classified as a polymorphic light-sensitive 
eruption. 

6. Basophilic degeneration, as seen in 
hematoxylin and eosin preparations, and 
clumping of elastic tissue, as seen in acid 
ercein preparations, occur uniformly in most 
sections. The degree of basophilic degenera- 
tion in most specimens was. greater than 
would ordinarily be found in patients of the 
same age. Areas of most intense light radi- 
ation show this feature. Case 27 with sec- 
tions from lesions on the arms and neck 
demonstrates this feature. The neck shows 
extensive basophilic degeneration, the arms 
only minimal changes. 

7. Extravasation. of red blood cells about 
the vessels is seen in 21% of light-sensitive 
sections. 

8. Edema, a difficult element to assess, is 
present to a slightly greater degree in light- 
sensitive eruptions. 

9. Follicular plugging is usually present. 
It is present in about 90% of the lupus 
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erythematosus preparations and occurs in 
86% of the light-sensitive sections. 


Rationale of Hormonal Therapy 


The evidence of hormonal inadequacy as 
a factor in light-sensitive eruptions has been 
supported by Selisky,? Lancaster,* and 
Lain, Lamb, and associates. In the thera- 
peutic use of hormones in 63 cases of poly- 
morphic light-sensitive eruption the impor- 
tance of the local effect of increased levels 
of circulating testosterone has been thought 
to be of major importance in the treatment 
of solar dermatitis. 

1. Stimulant in Melanization Processes.— 
Stokes and associates ® have likened this ef- 
fect of the male hormone to a photographic 
process, testosterone being the catalytic 
agent in the melanization processes. 

2. Vascular Effects——Reynolds and Fos- 
ter’ observed lability and increased excita- 
bility of the minute capillaries in the castrate 
and eunuchoid males. Administration of 
testosterone caused a known increase in 
oxygenated blood in the minute vessels in 
eunuchoid males with increase in vessel tone. 

3. Sebaceous Gland Hyperplasia.—Testo- 
sterone ® exerts a proliferative stimulus to 
the matrix of the cells of the sebaceous 
gland. The glands increase in size and pro- 
duce more sebum than before. The increase 
in the excretion of .oil over the skin surface 
from these hyperplastic glands could give a 
mild light-screening effect. . 

4. Increased Keratinization—In stratified 
squamous epithelium § there is enhanced pro- 
liferation and keratinization by the adminis- 


tration of testosterone. An increase in the — 


stratum corneum and thickness of the epi- 


dermis is a great factor in filtration of light — 


from penetration below the epidermis. 


Miescher ® suggested that thickening of the © 


stratum corneum was a natural product of 
repeated exposures to light. The thickening 
of the epithelium was one of the most impor- 
tant factors in resistance of the skin to ultra- 
violet rays. 

5. Increase in Collagen Fibers and Secre- 
tion of Mucin.—Szirmai !° has shown that 
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lig. 1. (Case 1)—-Large pinkish plaques with 


induration, typical of the plaque-like type of 
solar dermatitis. 


Fig. 2. (Case 1).—Common histologic pic- 
ture in plaque-like eruption. Note in the epithe- 
lium hyperkeratosis with parakeratosis, intact 
basal-cell layer, and acanthosis alternating with 
atrophy. 


Fig. 3.—Elastic tissue stain of a section of 
tissue removed from the neck showing degen- 
eration and clumping of elastic fibers in typical 
plaque-like type of solar dermatitis. 


Fig. 4.—Erythema solare perstans, or erythe- 
matous type of solar dermatitis. Aids in the 
differential diagnosis from subacute lupus ery- 
thematosus include negative L. E.-cell test; 
normal sedimentation rate; more frequent oc- 
curence in the male, and predilection for left 
side of cheek and neck. The histologic picture 
shows parakeratosis in this case. 


Fig. 5.—Diffuse erythematous type of solar 
dermatitis in a woman. Laboratory tests were 
normal. There was a history of exposure to 
new fluorescent lights without glass protectors; 
however, the biopsy was compatible with lupus 
erythematosus. 


Fig. 6—Young woman with evanescent, ur- 
ticarial, erythematous dermatitis over cheeks 
and neck. Note the purplish hue. The sedimen- 
tation rate was high. The patient complained of 
joint pains and malaise. A diagnosis of sub- 
acute lupus erythematosus was made prior to 
the discovery of the L. E.-cell test! The patient 
died of dissemination after oxophenarsine hy- 
drochloride (Mapharsen) therapy. 
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Fig. 7.—Severe generalized exfoliation follow- 
ing small dose of ultraviolet light. The condition 
was diagnosed as industrial dermatitis (oil) 
until ultraviolet treatment proved the correct 
diagnosis to be solar dermatitis. the patient is 
now cured after Gonadogen and ‘chloroquine 
therapy. 


Fig. 8—This photograph demonstrates the 
pinkish color of the plaques, with areas of de- 
pigmentation and hyperpigmentation, showing 
derangement of melanin-forming (melanotactic) 
processes. 


Fig. 9.—Plaque-like lesions occurring in vitili- 
ginous areas of the cheeks, which also show 
complete alopecia. 


g. 5).—Contact eczematous type 
of solar derimatishs cured by Gonadogen therapy! 


Fig. 11. (Case 4).—Testicular biopsy shows 
moderate atrophic changes, based primarily on 
the reduction in gametogenic activity. While 
spermatogonia, spermatids, and mature - »erma- 
tozoa can be identified, they are decreased in 
number. Sertoli cells are more prominent than 
are usually observed in a normal testis. The 
basement membrane is of essentially normal 
thickness. 


Fig. 12—Testicular biopsy on a 58-year-old 
man, with plaque-like eruption. There was a 
history of alcoholism, although the patient was 
a complete abstainer at the time that this speci- 
men was taken; 4+-+ liver function tests. 
Biopsy shows moderate thickening of the base- 
ment membrane. Gametogenic elements are de- 
creased, with resultant prominence of Sertoli 
cells. These cells appear to line the tubules. 
Spermatozoa are not identified. 
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SOLAR DERMATITIS 


testosterone increases the number of collagen 
fibers in the skin in capons. Hardesty 
showed that the comb of the cock owes its 
turgor in part to a zone of loose connective 
tissue between the vascular core and the 
compact layer of connective tissue outside. 
Castration, in addition to reducing the vas- 
cular core of the comb, prevents the forma- 
tion of the mucoid layer, and injections of 
testosterone cause the connective-tissue cells 
to secrete mucin again. These results from 
hormonal therapy would aid in amelioration 
of a decidedly injured collagen. 

There is also clinical evidence of low 
levels of circulating male hormones in the 
male patients : 

(a) Loss of libido—disinterest in sex. 

(b) Age of males—45 to 60 years. 

(c) Lack of energy—tiredness. 

(d) Low sperm count. 

(e) Chronic nonspecific infection in the ejacula- 
tory genital tract, pus cells in the semen; no 
bacteria found. 

‘Ten cases}* showed abnormal liver 
function tests with an increased dye reten- 
tion above the normal level of varying de- 
grees in the sulfobromophthalein test. The 
cephalir flocculation test showed from 2+ 
to 4+ reactions in several of these same 
cases. If the liver of these patients is unable 
to inactivate properly the circulating 
steroids, this would account for depression 
of the pituitary gonadotrophic hormones 
and low sperm count. Several alcoholic pa- 
tients and one with cirrhosis of the liver 1° 
were extreme examples of the inability of 
the liver to detoxify the circulating steroids. 


Therapy of Light-Sensitive Eruptions 


The use of the antimalarial drugs, i. e., 
chloroquine #* 250 mg. b.id. and quina- 
crine © 100 mg. b.i.d., has been satisfactory 
in mild cases of solar dermatitis, but in the 
severe cases they are not curative. 


Hormonal therapy with the chorionic 
gonadotrophic hormone (Gonadogen) 500 
international units daily, or every other day, 
in the male patients, if given over a pro- 
longed period of time, seems to effect a 
change in the sensitivity of the skin to light. 
Stimulation of the gonads to produce more 
testosterone, with its profound effect on 
melanization and other actions on the skin, 
is the rationale of this program. That this 
drug also contains melanophorin properties 
is suspected but has not been proved. 

In the older male group, testosterone is 
given 50 mg. weekly. A-Fil (5% methyl 
anthranalate) creme was given routinely in 
all cases. In those who showed white blood 
cells in the ejaculate, chronic infection in 
the seminal vesicles or in the genital tract 
was suspected and antibiotic therapy was 
added. 

In the female, testosterone propionate 
(Oreton) 25 to 50 mg. weekly with light- 
screening ointment and chloroquine 0.25 gm. 
b.i.d. seemed to be adequate therapy in most 
cases. 


Presentation of Cases 


Four severe cases of solar dermatitis have 
been cured by hormonal therapy alone, and 
the fifth with a combination of hormonal 
therapy and chloroquine. 

Time enough has elapsed to show the 
permanency of this therapy. Five years 
have elapsed in four cases, and two and one- 
half years in the other case. 

Table 2 summarizes the clinical course 
with laboratory data and therapeutic results. 


Conclusions 


Microscopic differentiation between dis- 
coid lupus erythematosus and polymorphic 
light-sensitive lesions is difficult. Two fac- 
tors are an aid in diagnosis in some cases. 








LUPUS ERYTHEMATOSUS 

1. Relative hyperkeratosis with absence of 
parakeratosis. 

2. Liquefaction of basal cell layer. 


POLYMORPHIC LIGHT-SENSITIVE 
ERUPTION 

1, Relative hyperkeratosis with parakeratosis 
in 70% of the cases. 

2. Absence of liquefaction in 60% of the 
cases, 
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TABLE 2.—Summary of Gi linical Course, Laboratory Data, and Therapeutic Results 
in Five Cases of Solar Dermatitis 

Case Date oped = Sex Occupation Duration Histo: Winter Remission 

1 7-11-4 Railroad 4mo. Started on hands, pond | to face and neck; No 
maintenance itching extreme 23 

2 6-18-48 37 M_~ Farmer 4 yr. 3 i eruption on cheeks only; treated with 3 yr. 

gold therapy; last year persistent. 

3 3-449 47 M _— Extension 6 yr. Started left chin, spread to face & hands; test- Only slight 
Dept., Univ ed to weeds, etc., by 2excellent dermatologists; 
fscores ee ar By 3 more; ‘last one di jagnosed ‘‘solar der- 
con mati 

4 7-12-49 33. M _~ Welder (arc 7 yr. Vesicles above eyebrows, diffuse redness, in- Winter remissions; 
& acetylene); duration & scaling of face, neck, ears, dorsa dermatitis began in 
wore goggles fingers, hands, ulnar side forearms up toel- April 

, bows; many excoriated papules 

5 2-11-54 51 M _ Automotive 5 yr. Started on a above collar on neck, ears, Worse in winter 
parts; golf dorsa hands; 1-26-54 had k kidney colic; was on from reflection of 
enthusiast antibioties at time examined; libido gone sun on snow 

Type 17-K Steroid Seminal Examination Laboratory Examination 
Creatine, etc. 

1 Large, pink, pruriginous, depig- Av. 14.2 Rhy 2.50; pH 7.5; color yellow; mo- 7-12-47 
mented plaques on cheeks, mas- tility 50' ; 14,000,000/ce.; WBC 7-19-47 
toid area neck and dorsum each 12-13/HP. 7-20-47 > Av. creatine 130 mg./24 hr. 
hand; Canities in scalp; nonin- 1-12-48 
volved ee areas deeply 1-13-48 

2 Plaque-lke and prurigo each Av. 14 Vol. 1.5/ec. with numerous pus cells; 6-21-48—480 mg. creatine/24 hr, 
cheek and neck ,000/ce.; viscosity normal; mo- 7-18-48—106 mg. creatine/24 hr. 

tility 10-15% 12-1-48—327 mg. creatine/24 hr. 
ae biopsy on 5-13-56—no 
atro 

3 Contact eczematous with prurigo Av. 21 3-9-49—-vol. 2 cc.; watery-white; 3-5-49-~152 mg. creatine/24 hr. 
face, neck, arms, hands; extreme — 65%; 41 ,000,000/ce. sperm Testicular biopsy on 5-17-56—no 
case; patient looks ill, libido gone; count atrophy 
right testicular atrophy (mumps 
orchitis at age 17) 

4  Prurigo and contact eczema Av. 30.80 7-15-49—motility 60%; 14,000,000/ec.. Creatine—0 

5-2-52—Vol. 3.8 e {, motility 70% ; 
Ct/ec. 23,000,000 W Am il 
Gram stain Gram- na 
5 Prurigo, plaque-like 0 2-12-54—Vol. 1.5 cc.; mgtliy 40% Qualitative test for ropevnres 
4,000,000/cc.; many /H positive; L. E. cell negative; Total 
Gram stain, no bacterial orga: HPF, protein—8 em. Se. 7; glob- 
2-14-55—7,000,000/cc.; 80% motilfty ulin—3.7: A/G 1 3/1; x-ray chest 
normal; ’ testicular biopsy 5-15-56 
shows atrophic changes 
Light Tests for Blood Count Weed Tests Therapy Results 
Wave Length & Urine 
3 ee, 0 0 Chorionic gonadogen 500 1954—Areas cleared, pig- 
I.U. daily for 6 months; mented; no recurrence 
penicillin 300,000 U. bi- 
weekly for infection of 
— tract; no chloro- 

2 U.V. light—pathologi- | Normal Neg. Shorione ae ot In 1954 excellent; slight 
cal sunburn reaction; yr. 5001.U. daily; tes- relapse in summer; cleared 
Wood's light négative i en 30mg. bimonth- _ on testosterone and chioro- 

Arr. +» 1954. hloroquine quine 
0.25 gm. b.i.d. in summer. 
3 3-5-48 30 sec., 0 All weed tests Chorionic gonadotropin 1950—well; no treatment 
Pathological sunburn re- " neg.+;ultravio- 500 I.U. daily for 1 yr.; necessary 
m; Wood’s light let neg; PABA every other day for 2 yr.; 
a in photofiood 1% oint. 10% testosterone 50 mg. week- 
— . Immediate ly; no chloroquine 
purpil reaction; U. 
tent “2” area, 3 cm. ° 
lower back ome a 
th. sunburn 24 
ours; precipitated se- 
Maa at take eczema 
a exposed 
areas; 1951—86% clear 
of eczema ; 

4 Wood’s light 30 sec. Weed oleoresins Chorionic otropin Creer, Bye 0 beginning 
neg.; “1” U.V., 4em., 8 negative 500 I.U. daily 8-25-49 to — to tan to waist; works in 
in., +++--+sunburn re- 5-2-52 sun without shirts never 
action; no eruption on could tan before 

no flare when test- 
oa with U. v. light in 

5 Not done bape count, urine, Oleoresin weed Chorionic gonadotropin Cleared 90% in 2 mo.; 

stool examina- tests, ins, 500 I.U. daily; testoste- continued therapy 1 yr.; 
‘ions normal trees, ibs, rone 50gm.weekly;chloro- now takes testosterone 
vines, flowers quine 0.25gm. b.i.d.;anti- | and chloroquine as need- 
’ biotics continued ed 
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The therapeutic approach in the severe 
cases is best made with hormonal therapy. 
The antimalarial drugs are a useful adjunct 
and valuable in the milder cases. 


Photomicrographs of the histologic sections 
were made by Dr. James W. Burks Jr. and Dr. 
William H. Clark Jr., New Orleans. 

Publication of the color illustrations was made 
possible through gifts of Winthrop Laboratories, 
New York, and The Upjohn Company, Kalama- 
zoo, Mich. 

Medical Arts Building. 


ABSTRACT OF DISCUSSION 


Dr. ARTHUR WoopBuRNE, Denver: We all owe 
a great deal to Dr. Lamb and his associates for 
their long and continued investigation of the light- 
sensitive patient and their study of their treatment 
with androgen. This, his most recent work, points 
up some variations in histologic structure which 
may be of some aid in differential diagnosis of 
chronic discoid lupus erythematosus and _ poly- 
morphic light-sensitive eruption. 

As Dr. Lamb has pointed out, when the clinical 
picture is similar, the microscopic picture may be 
so nearly identical in the two diseases as to offer 
no help in differential diagnosis. By analyzing 
and charting the histologic features of the two 
diseases he believes that two features are suffi- 
ciently often not identical to be worth-while points 
in separating these two conditions microscopically ; 
namely, the lack of parakeratosis in chronic dis- 
coid lupus erythematosus and the frequent absence 
of liquefaction of basal-cell layer in polymorphic 
light-sensitive cases. He finds liquefaction absent 
in 70% -of cases. 

Our practice has been to delay making a final 
diagnosis in questionable cases until we have ob- 


’ served the patient for a time and feel that natural 


progress of the disease and its influence by treat- 
ment will clarify the situation in a few weeks 
or months, 

Another approach to this differentiation was 
brought home to me by an article in the March 
Annals of Internal Medicine by Dr. Edmund L. 
Dubois, in which he points out that in about 70% 
of cases of chronic discoid lupus erythematosus 
some manifestation of systemic disease could be 
demonstrated ; thus, he showed in a complete study 
of 41 cases of chronic discoid lupus erythematosus 
90% had elevated sedimentation rates; 41% 
showed a leukopenia; L. E. cell test was positive 
in 8%; the serologic test for syphilis showed a 
false-positive reading in 10%, and there was an 
elevation of serum globulin in 45% of cases. In 
this report he also showed that many clinical find- 
ings, such as Raynaud’s phenomenon, rheumatoid 
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arthritis, fever, weight loss, and pleurisy, could 
be found if searched for carefully. Thus we have 
another approach to the differential diagnosis; 
namely, a careful investigation for finding of 
systematized lupus erythematosus, since this re- 
port and also Wilson and Jordan believe that 
discoid lupus erythematosus is a systemic disease 
from its inception. 

It would appear to me that a combination of 
the three methods might yield a more complete 
and satisfactory differentiation, namely: (1) The 
microscopic observations of Dr. Lamb; (2) The 
search for evidences of. systemic disease as sug- 
gested by the work of Dr. Dubois; (3) The time- 
honored method of clinical observation over a 
period of time. 

Regarding treatment, our results favor the use 
of the antimalarials. Chloroquine has been most 
effective, quinacrine (Atabrine) next, and Pla- 
quenil- third. Plaquenil may be tolerated by those 
who are intolerant to the others. At the Rocky 
Mountain Dermatological Association meeting this 
spring many expressed their observations that 
the antimalarials work synergistically; thus, a 
patient may do better and show fewer side-effects 
by taking one 250 mg. tablet of. chloroquine and 
one 100 mg. tablet of quinacrine each day than 
by taking two, three, or even four of either one 
alone. Plaquenil also may be used in combination 
to advantage. 

The effect of any treatment that must be used 
over a period of months or years is always rather 
hard for me to evaluate. Treatment over such 
long periods is always mixed with the natural 
tendency of the disease to improve spontaneously. 

Dr. HERMAN BEERMAN, Philadelphia: I might 
take up a couple of the points made by Dr. Lamb. 
First, he said that the differential diagnosis of 
solar dermatitis and lupus erythematosus is not 
difficult. Clinically, it is probably not difficult, but 
pathologically it is. Although Dr. Lamb stated 
that light eruptions occur chiefly in males, I should 
like to remind him that Dr. Robert L. Gilman has 
reported a number of male patients (Polish 
sailors) with acute lupus erythematosus. 

I do not believe that it is necessary or desirable 
to try to differentiate the two processes by making 
percentages of the various histopathologic findings. 
One realizes that the skin can react only in a 
limited number of ways, and perhaps the lupus 
erythematosus picture is not specific but may rep- 
resent the changes which occur in a number of 
different situations. 

The best approach to this problem, is, I think, 
that which is being used by Drs. Cahn, Levy, and 
Shaffer at the University of Pennsylvania, in 
which they test differences in reaction to light of 
various wave lengths and qualities. By this method 
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it may be possible to obtain a more definitive 
answer to the differentiation between lupus ery- 
thematosus and light eruptions than by histologic 
means, 

Dr. Harry L. Arnoitp Jr, Honolulu: Living 
in sunny Hawaii as I do, I am extremely grateful 
to Dr. Lamb for this presentation, which, I thik, 
clarifies our conception of these disease entities’ 
a great deal. However, my first and most im- 
portant teacher, Dr. Wile, published a paper, a 
good many years ago, called “The Flexibility of 
Diagnostic Criteria,” and partly because of my 
early reading of that paper and partly because of 
convictions arising out of entirely different con- 
siderations, I am by nature a lumper rather than 
a splitter. It seems to me that the evidence which 
Dr. Lamb has presented here can be interpreted 
quite as well and, for me, more logically and 
satisfactorily, by saying that this leads to the 
conclusion that this is simply a variant of discoid 
lupus erythematosus, a variant which it may be 
important’ and useful to distinguish, from the 
standpoint of therapy, but not, in my judgment, 
a different disease at all. I think it is just a par- 
ticular kind of discoid lupus erythematosus, which 
may require a somewhat different approach. 

Dr. Francis A. Ettis, Baltimore: I certainly 
agree with Dr. Arnold that, actually, many of 


these discoid plaque-like solar eruptions may be ~ 


a form of lupus erythematosus. 

Another thing that I wish to point out is that 
other physical agents can give this type of re- 
sponse. I remember in particular a man who 
worked under cover in a market which was open 
on the sides where he was exposed not to the 
sun, but to the wind and the cold. He obtained 
a similar response to the skin on his face during 
the winter and cleared in the summer. 

As many of you know, I have been interested 
in the histopathologic picture of lupus erythem- 
atosus. Recently we have seen some_ typical 
cases of lupus erythematosus which histologically 
did not show liquefaction degeneration of the 
basal cells. One particular case had chronic dis- 
coid lupus erythematosus that remained fixed for 
two or three years, and showed beautiful plug- 
ging; yet, histologically, there was essentially no 
liquefaction degeneration in the basal layer. We 
also had an acute case with the features clinically 
and histologically of acute disseminated lupus 
erythematosus and, again, there was no liquefac- 
tion degeneration, even though the other char- 
acteristic histologic features were present. Until 
I came across some of these cases, I should have 
put liquefaction degeneration of the basal cells 
as a very strong differential feature, but even this 
feature may be missing at times. 
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Dr. A. FLetcHER HALL, Santa Monica, Calif. : 
I should like to ask Dr. Lamb if he has ever seen 
a case of this type of light sensitivity in a dark- 
skinned person. I am thinking particularly of 
Mexicans, Negroes, Italians, etc. 

I know that I never have, but of course we 
have all seen discoid lupus erythematosus fre- 
quently among Negroes, Mexicans, and other dark- 
skinned persons. I should like to have him 
comment on what the significance may be and, 
possibly, the implication that this polymorphic 
light eruption is primarily activated by a different 
wave length of light than is chronic discoid lupus 
erythematosus. Chronic discoid lupus erythema- 
tosus may be activated by a longer wave length, 
a more penetrating wave length; certainly longer 
than the carcinogenic rays. 

Also, I noticed, in his pictures, the eye color. 
The patients were all blue-eyed. I am interested, 
of course, in the light-sensitivity reactions of 
blue-eyed individuals as demonstrated by their 
tendency to form carcinoma. 

Dr. SAMUEL Ayres Jr., Los Angeles: I should 
like to ask Dr, Lamb if he has made any liver- 
function studies on these cases. The fact that 
they are benefited by androgen might. suggest the 
possibility of some liver damage, since it has been 
shown that impairment of liver function, by 
failure of the liver to inactivate circulating estro- 
gens, may lead to a relative androgen deficiency, 
sometimes with the development of gynecomastia. 

Another light-sensitive dermatosis, porphyria 
cutanea tarda, is frequently associated with im- 
paired liver function. We have, incidentally, found 
a disturbed liver function in several instances of 
this type of light sensitivity. 

Dr. C. Ferp LEHMANN, San Antonio, Texas: 
Before he closes, I should like to ask Dr. Lamb 
one question. With respect to the use of estro- 


genic substances versus testosterone, it has been | 


my practice to use estrogen, 15,000 units, once a 
week, in these cases. I just wondered whether the 
action of either one, whether estrogen or testos- 
terone, is identical with the other, and whether 
either acts by aiding the liver to break down or 
split up the photodynamic substances that are 
causing this light sensitivity. 

Dr. Everett R. SEALE, Houston, Texas: As 
pointed out by Dr. Woodburne, it may take a 
number of years to arrive at a final differential 
diagnosis between sunlight sensitivity and lupus 
erythematosus. A definite diagnosis is particularly 
difficult in dealing with the more edematous type 
of the disease. 

Two of the patients reported by Dr. Lamb were 
seen in our office, and one of them was so sensitive 
to sunlight it was necessary for him to remain 
in a darkened room. He received injections of 
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gonadotrophin for many months, but has been 
entirely well, with normal tanning, for two or 
three years. While receiving the injections, he 
had rather severe and persistent seborrhea. 

We have also used injections of testosterone for 
sunlight sensitivity in the female, and the response 
to treatment in most cases has been excellent. 

Dr. HERMAN V. ALLINGTON, Oakland, Calif. : 
The clinical diagnosis of solar dermatitis is not 
always easy. Flares are not necessarily prompt 
and abrupt on exposure to light; the latent period 
between exposure and reaction is variable and 
sometimes prolonged. Repeated exposures to light 
are often necessary for the reaction to develop 
in a given individual. Furthermore, tests with 
exposure to light are not always cijear-cut. 

Once the diagnosis has been considered one 
should not. be too ready to abandon it even if the 
patient insists that he or she is protecting him- 
self from exposure to light. I am sure that small 
increments of light, obtained day to. day, are 
enough to keep a solar dermatitis active. 

The eruption is not necessarily limited, par- 
ticularly in the chronic cases, to the areas directly 
exposed’ to light. One of Dr. Lamb’s cases, and 
one mentioned by Dr. Seale, developed flares of 
dermatitis at points distant from areas of skin 
exposed to light. This may in some cases be due 
to circulating antibodies affecting skin previously 
sensitized to sunlight. ‘It may, however, involve 
areas not sensitized to light and be compared to 
the autosensitization reactions frequently seen, for 
example, in association with stasis dermatitis of 
the legs. This can be confusing in the differential 
diagnosis of solar dermatitis. 

Dr. Leste M. SmitH, El Paso, Texas: We 
see a great many Mexicans in our part of the 
country. ‘These people are a mixture of Spanish, 
Indian, and other races, and their skins vary in 
color from light to dark brown. Regardless of 
the amount of pigment in the skin, we see them 
with solar dermatitis, though perhaps not as fre- 
quently as we see this condition in Americans 
with a lighter skin. 

I should like to mention the frequent predomi- 
nance of this eruption on the left side of the face 
and neck, from the greater exposure of that side 


in driving. This is not nearly so noticeable in - 


lupus erythematosus. I believe Dr. Lamb did not 
mention this in his presentation, although he may 
have done so in the paper for publication. 

Dr. Joun H. Lams, Oklahoma City: I want to 
thank all of the discussers. We could go on here 
all day. One reason that I did not show the ery- 
thematous types of solar dermatitis was because 
I knew it would add confusion to our main topics, 
i. e, the pathology of this disease and thera- 
peutic measures that-have been successful. 


Lamb et al. 


Dr. Woodburne’s comments were interesting. 
He brought out the good point about the Dubois 
report on the sedimentation rate in lupus erythem- 
atosus. None of our light-sensitive cases that: 
we tested showed any changes in the laboratory 
tests excepting elevated creatine and 2+ to 4+ 
liver function tests in-a number of cases. 

Dr. Beerman, I am well aware of the excellent 
work of Dr. Cahn. of Philadelphia in his studies 
of solar dermatitis. We have not been able to 
reproduce the eruptions as he has, I think, because 
we became frightened after two of our cases were 
hospitalized for two months following tests to 
ultraviolet wave lengths, after which we discon- 
tinued testing most of these cases. 

I can’t agree with Dr. Arnold in his statement 
that polymorphic light eruptions are a variant of 
lupus erythematosus. I believe that lupus erythem- 
atosus is an entirely different disease from poly- 
morphic light eruptions. I was of his opinion 
at the beginning of our study several years ago, 
but now I believe, after careful study of these 
cases with biopsy and laboratory study, that a 
differentiation can be made. 

Dr. Ayres brought up a very important and in- 
teresting point in the function of the liver and 
its relationship to light eruptions. Dr. Wooldridge 
and I are now studying 10 cases that have shown 
positive liver function tests. We hope to make a 
report on this at a later date. 

One of our cured cases of severe solar dermati- 
tis presented was from Dr. Seale. He has found 
testosterone to be the most potent therapeutic 
agent in both males and females who have solar 
dermatitis, as we have. 

Dr. Hall, I believe that we have just as many 
light-sensitive people with the dark type of skin 
(not particularly Mexicans and other dark-skin 
races but in those who pigment deeply) as in 
those with lighter skins. In our studies no specific 
wave length can be incriminated for any specific 
clinical variety of light eruptions. With the ex- 
ception of three cases in these, we know definitely 
the eruption to be caused by the blue light (5000 
to 7000 A.) from fluorescent lighting. They were 
of the erythematous type—two in females and 
one in a male. One of our plaque-like types was 
a patient who was cleared of his dermatitis while 
on chloroquine, but it was noted that he still be- 
came sunburned on sun exposure which excluded 
the sunburn (3200 A.) wave lengths as the causa- 
tive agent in his solar eruption. 

Dr. Allington certainly has brought out an 
important point about the latent period between 
exposure and reaction time; also, the fact that 
the light tests with exposure to various Angstrom 
units of light are not always clear-cut and, in 
our cases, certainly have not given us much help. 
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In answer to Dr. Francis Ellis, I should like 
to say that we merely quoted percentages since 
we know that there is no 100% picture of any 
disease. However, Hamilton Montgomery and 
others state that parakeratosis is rarely seen in 
lupus erythematosus, and certainly this is a dif- 


ferential point that we do find diagnostic in many, 
of our cases of polymorphic light-sensitive erup-’ 


tions. 

Dr. Leslie M. Smith brought up the importance 
of diagnosis in eruptions that are predominantly 
on the left side of the face and neck. This we 
have brought out in our entire paper but we 
could not include everything today. 

In conclusion, Dr. Lehmann asked if estrogen 
is as valuable in relieving light-sensitive eruptions 
as androgen. Estrogens are of value in light 
eruptions in the female, but androgens are much 
more potent in their action and are safe in small 
doses. Estrogens have been curative in two cases 
of hydroa aestivale in young preadolescent fe- 
males, 200 to 300 units of estrogen in water be- 
ing given intramuscularly once a month. 
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Plaquenil Sulfate in Treatment of Lupus 


Erythematosus and Light-Sensitivity Eruptions 


JAMES H. BENNETT, M.D., and REES B. REES, M.D., San Francisco 


The value of antimalarials in the treat- 
ment of lupus erythematosus has been well 
established since Page’s article on the use of 
quinacrine (mepacrine).? A recent article by 
Leeper and Allende? compared the use of 
quinacrine, chloroquine, and amodiaquin for 
this condition and indicated that the latter 
two were preferable. Also, light-sensitivity 
eruptions have been successfully treated and 
recurrences prevented with quinacrine and 
chloroquine.** 

Another antimalarial preparation’ under 
investigation is Plaquenil sulfate (7-chloro- 
4-[4-N-ethyl-N-6-hydroxyethylamino-1- 
methylbutylamino]-quinoline). This drug 
has also been referred to as Win 1258 and 
is a synthesized stable colorless crystalline 
solid. It is supplied in tablets of 0.2 and 
0.4 gm. It is a 4-aminoquinoline, differing 
from chloroquine diphosphate in that one of 
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the terminal ethyl groups on the tertiary 
amino nitrogen is replaced by a: hydroxy- 
ethyl group. 

Plaquenil sulfate has been mentioned by 
several investigators. Goldman ® felt it was 
“certainly less toxic than chloroquine” al- 
though “dosage for dosage it appears less 
active.” Mullins and associates * substituted 
Plaquenil for chloroquine in two patients 
who could not tolerate chloroquine. Kier- 
land? stated, “In a small series of patients 
our results do not seem to be quite as satis- 
factory as with chloroquine or Atabrine and 
we cannot say anything as to the toxic ef- 
fects as yet.” 

This is a clinical report on the use of 
Plaquenil sulfate * on 25 patients with lupus 
erythematosus and light-sensitivity erup- 
tions. Comparison is made with other 
antimalarials also used on these patients. 
The dosage of Plaquenil varied from 0.2-0.8 
gm. daily. Duration of treatment varied 


*The Plaquenil sulfate was supplied through 
the courtesy of Mr. H. C. Epley of the Depart- 
ment of Medical Research, Winthrop Laboratories, 
Menlo Park, Calif. 


TABLE 1.—Lupus Erythematosus 











Plaquenil Sulfate Chloroquine 
Daily 
Case* Age Sex —_ yen Results Side-E ffects Results Side-Effects Quinacrine Amodiaquin 
tion m. 
1 6 M 6mo. 0.2-0.4 Good Good Morbilliform eruption Improved Good 
| Reem vg F imo. 04-0. Good Improved 
3 637 F l5yr. 04-08 Good Toxic eruption Good 10 lb. weight loss Good Good 
4 61 M 27yr. 0.4-0.8 Good Hoarseness Good Visual disturb. 
5 30 F 38mo. 0408 Good ood Visual aisturb. Good 
O36 F< Tyr. 0.4 Good No benefit No benefit 
7 34 #=+>$F yr. 0.4 Good Good G. I, disturb. Good 
, (yellow color) G.I. disturb. 
8 53 M i3yr. 0.2 Good No benefit Weight loss 
9 42 F 10yr. 0.2-0.4 Good Good - Nervousness G.I.disturb. G.I. disturb. 
10 «632 F 2yr. 0.4 Improved Good 
li 48 M 5yr. 0.2-0.8 Improved G.I.disturb. Improved 
12 52 F l6yr. 0.4 No benefit ood Gooa Good 
3 41 F 9Qyr. 0.2 No benefit Nervousness No benefit Nervousness G. I. disturb. 
14 «(44 M 6yr. 0.4 No benefit Good Good Good 





*Case 1, subacute; Cases 2-14, chronic discoid. 
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from three weeks to six months. It was 
not necessary for any of the patients taking 
Plaquenil in this small series to discontinue 
medication because of hematological com- 
plications. 


Observations 


Lupus Erythematosus (Table 1).—We 
treated 14 patients with lupus erythematosus 
(13 chronic discoid and 1 subacute) with 
Plaquenil sulfate. Good results were ob- 
tained in nine patients, improvement in two, 
and there was no benefit in three. In four 
of the patients with good results, Plaquenil 
was either the only antimalarial tolerated or 
the only one that was effective. However, 
two of the patients who had no benefit from 
Plaquenil had found quinacrine, chloroquine, 
and amodiaquin effective. One patient could 
not tolerate any of the antimalarials be- 
cause of “nervousness” or gastrointestinal 
disturbance soon after starting therapy. 
Minor side-effects occurred in four patients 
and included nervousness, toxic eruption 
(which cleared when Plaquenil was discon- 
tinued), intestinal cramps, and hoarseness 
(this patient is still on Plaquenil as he feels 
it is the best). 

All of the patients who received Plaquenil 
had also taken chloroquine. With chloro- 
quine, nine had good results; two were im- 
proved, and three had no benefit. However, 
8 of the 14 patients eventually had some 
type of side-effect, although none were se- 
rious, and reactions disappeared when the 
medication was stopped or dosage reduced. 
Side-effects included weight loss (two pa- 
tients), visual disturbance (two patients), 
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nervousness (two patients), gastrointestinal 
disturbance (one patient), and morbilliform 
eruption (one patient). 

Eight of the fourteen patients had re- 
ceived quinacrine, with good results in four, 
improvement in one and no benefit in three, 
two of whom had to discontinue the medica- 
tion because of gastrointestinal disturbances. 
One of the patients complained of the yellow 
color of his skin. 

Seven of the fourteen also received 
amodiaquin, with good results in five pa- 
tients and no benefit in two patients. The 
medication had to be discontinued by these | 
two because of gastrointestinal disturbances. 

Light-Sensitivity Eruptions (Table 2).— 
Eleven patients with light-sensitivity erup- 
tions were treated with Plaquenil sulfate. 
The lesions of five patients cleared in a 
period of from three to five weeks. In addi- 
tion, four of the others were improved and 
two showed no benefit. There were no in- 
stances of side-effects or toxic reactions. 
One of the patients whose lesions cleared 
had not responded previously to quinacrine 
or chloroquine. 

Five of the patients had previously taken 
chloroquine with clearance of the eruption 
in two (the same patients responded later 
to Plaquenil given for recurrences) ; one 
patient was improved, and there was no 
benefit in two patients. 

Two of the patients had also received 
quinacrine with no benefit. 


Summary 


Twenty-five patients with lupus erythem- 
atosus or light-sensitivity eruptions were 


TaBLeE 2.—Light Sensitivity Eruptions 











Case Age Sex Duration Location 
1 7 F 2 yr. Hands, arms, neck 
2 57 M 2 yr. nds, face 
3 48 F 10 yr. Hands, arms 
4 55 M 1 mo. Hands, nape 
5 68 M 2 mo. Face,nape — 
6 40 M 10 yr. Hands, ears 
7 34 M lyr. Face 
8 52 M 2 yr. Forehead 
9 33 F 5 yr. ‘ace 
10 35 F 3 mo. Upper trunk, nape 
ll 70 M 1% yr. Hands, ears, nape 





Plaquenil Sulfate 
Daily 
-—~ e, Results Chloroquine Quinacrine 
m. 
0.4 Cleared 5 wk. 
0.4-0.6 Cleared 3-4 wk. Cleared 
0.4 Cleared 2-3 wk No benefit No benefit 
0.6 Cleared 4 wk. 
0.4 Cleared 3 wk 
0.4-0.8 Improved 
0.4-0.6 Improved Improved No benefit 
0.4 Improved Cleared 
0.4 Improved 
0.4 No benefit 
0.4 No benefit Improved 
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treated with Plaquenil sulfate. It appeared 
to be as effective as chloroquine in the treat- 
ment of these conditions, and had a lower 
incidence of side-effects. The main advan- 
tage of Plaquenil was that in five of the 
patients it was the only antimalarial that was 
effective and was tolerated. 
384 Post St. 
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Announcements 


International Conference on the Biology of the Hair Follicle and the Growth of Hair.— 


An international conference on this subject will be held under the auspices of The British 


Society for Research on Ageing at the Royal Society of Medicine on Aug. 7, 8, and 9, 1957. 
) The Congress will deal with the gross and microscopic anatomy and histochemistry of 
. the hair follicle and the hair, studies on mitoses of the hair follicle and effects of nutrition 
: and hormones on hair growth, vascularity, and patterns of growth, production of pigment, 


regeneration and de novo formation of hair follicles. The proceedings will be published in 
book form. There will be a subscription dinner for those attending the Conference. 
* Admission will be by ticket only. 
| Tickets can be obtained free by writing to the Hon. Secretary, British Society for Re- 
search on Ageing, Dr. G. H. Bourne, London Hospital Medical College, Whitechapel, 
London E. 1., before April 30, 1957. 

Early application for tickets is advisable. 

Accommodation in Londor. is limited in August, and early application for hotel bookings 
is advisable. A list of hotels can be sent on application. 


? Benneti—Rees 183 








UMI 





Antifungal Antibiotics in Clinical Medicine 


HARVEY BLANK, M.D., Miami, Fla. 


Antifungal agents obtained from micro- 
organisms have been known in the labora- 
tory and tested in the clinic for more than 
a decade. A long list of now discarded 
antibiotics could be presented not only as 
evidence of the vast effort that has been 
expended but also as a measure of the 
resistance of -human mycotic infections to 
specific therapy. The apparently simple 
fungi of the skin have also discouraged 
many chemists by appearing to be less af- 
fected by the extraordinarily powerful 
synthetic chemicals that- were devised to 
destroy them than by Arthur ‘Whitfield’s 
hallowed mixture. Many workers, how- 
ever, looked to antibiotics with renewed 
hope of destroying the organisms without 
harming the host. 

Progress has been made toward this goal 
in the management of yeast infections, but 
many of the mycoses remain intractable. The 
reasons for this are not yet apparent. As 
Ainsworth ? has pointed out: 

The nutritional requirement of the fungi which 
parasitize. warm blooded animals, in distinction to 
those of the obligate parasites of plants, are not 
unduly specialized. In contrast to pathogenic 
bacteria, the most highly pathogenic fungi have 
less exacting nutritional requirements than have 
certain well adapted parasites of low pathogenic- 
ity, and some saprophytes. 

The reasons for the peculiar selectivity of 
cycloheximide (Actidione) for nonpatho- 
genic fungi and the failure to find antibiotics 
of clinical value for many human fungal 
pathogens possibly may be found in this 
ability of the human pathogens to success- 
fully metabolize the simplest substrates and 
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thus provide reduced opportunities for 
chemotherapeutic vulnerability. 
Whatever the underlying chemical mech- 
anisms, practical work with antibiotics. has 
been of necessity largely empiric and has 
consisted of testing with varying degrees of 
sophistication the substances which happened 
to appear in cultures being processed in 
microbiological “screening programs.” Ex- 
perience of recent years has shown the soil 
Streptomycetes to be so lavish in the variety 
of antibiotics produced that other organisms 
as possible sources of antibiotics are largely 
ignored. Chemical analysis of a number of 
antibiotics with in vitro antifungal activity 
so isolated has demonstrated the presence 
in them-of a common chemical structure, a 
polyene which consists of an aliphatic acid 
containing multiple conjugated double bonds 
(listed by Waksman [Sternberg and New- 
comer *]). Four of these antibiotics, listed 
in the Table, show the most promise at the 


Antifungal Antibiotics with Clinical Utility 
or Promise 








Chemical 


Antibiotic Source Composition 
nystatin Streptomyces noursei tetraene 
trichomycin Streptomyces heptaene 

hachijoensis 
ee B Streptomyces (sp.) heptaene 
eulicin Streptomyces (sp.) (not reported) 





present time, for human use, although other 
agents not considered here may prove to be 
of equal or even superior practical value. 
As the first antifungal antibiotic to be gen- 
erally accepted for clinical use and for in- 
clusion in “New and Nonofficial Remedies,” 
nystatin will be considered in some detail, 
although the others, being polyenes, have 
many similarities. The details of their dif- 
ferences as well as similarities currently are 
under investigation. In vitro at concentra- 
tions less than 0.001% nystatin inhibits or 
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Fig. 1.—Electron micro- 
scopy of Candida albicans 
incubated in broth at 37 C, 
unshadowed; X 6060. 4, 
yeast cells representative of 
those seen initially as well 
as after further incubation 
in the control tubes. B, 
incubated eight hours with 
nystatin 100 y/ml.; cytoly- 
sis is beginning. C, incubated 
72 hours with nystatin 100 
y/ml.; cytolysis is advanced. 
D, incubated eight days 
with nystatin 100 y/ml.; 
only the cell walls remain. 


C 


kills almost all fungi except the Actinomy- 
cetes which are so closely related to the 
Streptomycete from which it is derived. 
It also shows activity against certain pro- 
tozda, such as Entamoeba histolytica (See 
Seneca in ref. 8). 

In Figure 1 representative electron micro- 
graphs are presented of Candida albicans 
cells in broth cultures containing nystatin. 
(Much finer details of yeast cell structure 
have recently been published by Agar and 
Douglas.®) The antibiotic appears to induce 
lysis of ‘the cells without destroying cell 
walls. The antibacterial effect of polymyxin 
has recently been explained in terms of a dis- 
organization of a cell membrane or barrier 
underlying the cell wall which controls the 
osmotic equilibrium of the cell.° Although 
the cell wall itself is little affected by poly- 


‘ myxin, tubercle bacilli, in contrast, when 


treated with streptomycin, react in a differ- 
ent fashion and exhibit gross changes of 
cell morphology.? Perhaps the polyenes 
cause cytolysis of yeast by a mechanism 
more like that which obtains with polymyxin. 

Antifungal activity in the test tube may 
have little medical significance, as evidenced 
by the myriads of potent chemical fungi- 
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cides which have been discarded as clinically 
useless. Nystatin, however, raised high 
hopes, as it was shown to provide significant 
protection in animals from lethal infections 
with C. albicans, Coccidioides immitis, 
Cryptococcus neoformans, Histoplasma cap- 
sulatum, etc. (see pertinent articles #8). Its 
lack of toxicity for cells and its effective- 
ness in vivo were further confirmed in tissue 
culture studies. Indeed, one of its most im- 
portant scientific uses is the elimination of 
mold and yeast contamination from tissue 
cultures. This has been of outstanding value 
in’ virus work and has, for example, sig- 
nificantly contributed to the advancement of 
certain virus vaccines. 

During the investigations in animals one 
of the major difficulties was the insolubility 
of the antibiotic. This characteristic prob- 
ably accounted for its failure to be absorbed 
from the gastrointestinal tract following oral 
administration and made the preparation of 
a satisfactory injectable form impossible. 
Although suspensions were prepared’ which 
were satisfactory when used _intra- 
peritoneally in rodents, no formulation could 
be devised which was tolerated to the same 
degree in dogs or in man. In rodents the 
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effective parenteral dose was approximately 
100,000 units per kilogram per day, but in 
man it was impossible to inject much more 
than 49 of this amount per day. As a result, 
parenteral human administration proved 
generally unsatisfactory, and injectable 
preparations for man were abandoned. 

Current interest in amphotericin and 
eulicin stems in part from the observations 
that these agents are effective against sys- 
temic’ fungal infections in mice when given 
by mouth (see appropriate articles in “Anti- 
biotics Annual’®). Only further work in 
man will decide their utility in human dis- 
ease. ‘ 
The experience with an antifungal anti- 
biotic in treating dermatophyte infections 
serves to emphasize again the unpredictable 
obstacles in the road from laboratory re- 
search to clinical practice. Trichophyton 
mentagrophytes in vitro is very sensitive 
to nystatin. In addition, when guinea pigs 
with a standardized florid ringworm infec- 
tion produced by a virulent strain of T. 
mentagrophytes were treated topically with 
the antibiotic ointment, they cleared in a 
significantly shorter period than did the 
guinea pigs treated with the ointment base 
alone. Even infected hairs disappeared. 
Nonetheless, critical evaluation in patients 
failed to show ‘the same response in man. 
Perhaps one of the newer antibiotics will 
prove more effective topically, but one cannot 
help but feel that ultimate success probably 
will come from another approach, possibly 
the systemic administration of the anti- 
fungal agent. 

The vast effort expended on antibiotics to 
combat fungal infections has resulted in cer- 
tain substantial advances in clinical thera- 
peutics as well as in basic scientific progress. 
By providing agents singularly effective 
against Candida which can be administered 
topically and by mouth, various forms of 
moniliasis can now be treated more effec- 
tively and pleasantly than before. 

It seems necessary, at least with nystatin, 
to convey this antibiotic to the site of the 
clinical infection in an appropriate fashion 
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and in the proper vehicle. Vaginal monili- 
asis, for example, responds best to daily 
intravaginal insertion of a suppository or an 
ointment for a minimum period of 14 days. 
Amphotericin § and trichomycin * appear to 
work in a comparable manner. 
Moniliasis of the oral mucosa in most pa- 
tients also necessitates direct contact with 
the antibiotic. Merely swallowing nystatin 
tablets, for example, is not regularly ef- 
fective, whereas when nystatin is admin- 
istered as a flavored suspension clinical re- 
sponse in patients of all ages is usually 
prompt. Simple thrush in young infants may 
disappear in two or three days, but it seems 
necessary to continue to administer the 
nystatin for several days after the lesions 
have cleared to prevent recurrences. A num- 
ber of investigators have suggested that fail- 
ure of moniliasis of the mucous membranes 
to respond is extremely rare if the drug 
gets to the lesions in sufficient amounts and 
for an adequate period each day. Occasional 
cases may require as much as 1,000,000 units 
a day as an oral suspension in four or five 
divided doses given after meals to insure 
prolonged retention in the mouth. : 
Cutaneous moniliasis is commonest as a 
disease of intertriginous areas of the body. 
Any measure which tends to dry the lesions, 
such as the application of powders, tinctures, 
and dyes, often produces satisfactory clear- 
ing. Hydrophobic ointments tend to increase 
the heat and moisture in which the organ- 
isms thrive. It is not surprising, therefore, 
that ointments of nystatin, trichomycin, or 
amphotericin, as with older antifungal oint- 
ments, are unable to compete against ac- 
centuation of unphysiologic conditions and 
often fail in intertriginous sites, particularly 
in hot, humid weather. In moniliasis of the 
diaper area, however, an ointment sometimes ~ 
seems to serve as a protective preparation. 
Moniliasis of the inframammary, axillary, 
interdigital, and anogenital areas can be 
treated in a cosmetically acceptable and 
effective fashion with a shake lotion or dust- 
ing powder containing an antibiotic such as 
nystatin. At the present time it is necessary 
to improvise such preparations. The sim- 
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Fig. 2.—Candidiasis treated with antifungal antibiotic dusting powder. A and C, active 
lesions of skin, prepuce, and perianal region. B and D, one week later, after application 
of nystatin (100,000 units per gram of talc). 


plest formula and one which is stable for 
months is prepared with plain talc containing 
100,000 units of antibiotic per gram of 
powder (Fig. 2). 

The oral administration of antifungal anti- 
biotics provided the first means of effectively 
eliminating yeast and fungi from the gastro- 
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intestinal tract. A combination of neomycin, 
polymyxin, and nystatin, for example, made 
it possible for the first time to temporarily 
but completely sterilize the intestine. Oral 
therapy with an antifungal agent posed new 
problems in pharmacology and therapeutics, 
some of which are currently under investiga- 
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tion. Although various studies failed to 
demonstrate significant amounts of nystatin 
in blood or urine after oral administration, 
a number of patients with lesions of 
candidiasis distant from the gastrointestinal 
tract, such as the kidney, the lung, the blood 
stream. the vaginal tract, and the skin, 
seemed to respond promptly to ingestion of 
the drug. Such results have been most strik- 
ing in infants. It is not yet clear whether 
this is due to the removal of a gastroin- 
testinal focus of organisms or to some other 
mechanism. Many patients, unfortunately, 
fail to respond, and it is hoped that one of 
the newer agents will be absorbed and act 
more regularly against systemic infections. 
It should be added, however, that the con- 
sensus of clinical opinion indicates that many 
patients with persistent and recurrent moni- 
liasis wherever it may be—vagina, mouth, or 
skin—respond better and remain in remis- 
sion longer if oral administration of the 
antibiotic accompanies and follows local 
therapy. 

Effective antibacterial antibiotics, and par- 
ticularly the orally administered tetracy- 
clines, produced a variety of side-effects, al- 
most all of which were at first ascribed to 
moniliasis. It is now clear, however, that 
many of such reactions were unrelated to 
C. albicans. One of the most convincing 
demonstrations of this was made possible by 
observing the side-effects even when the 
yeast had been eliminated with nystatin. For 
a time some even took the extreme view 
that antibacterial antibiotics had no effect 
on clinical moniliasis, but the weight of 
evidence has swung the pendulum of opinion 
to an intermediate point of view which 
probably is nearer the truth. Laboratory 
evidence continues to mount to support the 
clinical impression that tetracyclines enhance 
moniliasis. In addition to the animal ex- 
periments in which the mixture of a 
tetracycline with C. albicans increased the 
lethality of the organisms, and those which 
demonstrated that gastrointestinal candi- 
diasis could be maintained only in the pres- 
ence of a tetracycline, Hazen and associates 
(Sternberg and Newcomer,® p. 199) have 
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shown that only with the combined admin- 
istration of a tetracycline will C. albicans 
produce oral lesions resembling thrush in 
rabbits. All of these phenomena can be pre- 
vented by the concomitant administration of 
an antifungal antibiotic. Most recently 
Frank Roth has obtained a toxin from C. 
albicans which is lethal for mice pretreated 
with chlortetracycline but has no observable 
effect on mice not given the antibiotic. 
These observations, along with others 
made in man, undoubtedly will influence the 
clinician in deciding on the prophylactic use 
of an antifungal antibiotic when broad-spec- 
trum. antibacterial antibiotics are prescribed. 
Welch,’ of the Food and Drug Administra- 
tion, has recently summarized this subject 
and concludes that nystatin has been shown 
to be an effective agent of low. toxicity in 
preventing moniliasis and therefore warrants 
prophylactic administration in some patients 
receiving broad-spectrum antibiotics. He 
points out that the indications for its use 
vary widely. When tetracyclines are ad- 
ministered to the debilitated, the diabetic, the 
premature infant, the pregnant woman, and 
the patient getting cortisone, the likelihood 
of clinical moniliasis appearing is consider- 
able and the indication for antifungal 
prophylaxis is substantial, while in others 
the risk is much less. The value of the 
combined use of an antifungal antibiotic 
with a broad-spectrum antibiotic is depend- 
ent on the clinical judgment of the physician 
in the individual case. ' 


Summary and Conclusions 


From the Streptomycetes have come anti- 
fungal antibiotics of value in the laboratory 
and in clinical medicine. 

The present ones of greatest value or 


‘promise contain a polyene chromophore 


chemical group and seem to act by inducing 
cytolysis of the fungal cell. 

Although active in vitro and in animals 
against dermatophytes, the polyenes topically 
applied are regularly effective only for 
moniliasis in man. 

The first safe, effective antifungal anti- 
biotic acceptable for general human use, 
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nystatin, is a step forward in the treatment 
of most forms of moniliasis. 

It is hoped that with the other antifungal 
antibiotics under investigation additional ad- 
vances in the therapy of mycoses will occur. 

Experience has demonstrated that careful 
therapeutic trials of human mycotic infec- 
tions are of critical importance, for in the 
chemotherapy of fungus diseases correlation 
between laboratory results and effectiveness 
in man is often lacking. In this field the 
clinical investigator should fully appreciate 
and assume his share of the ultimate respon- 
sibility for further progress. 

The electron micrographs in Figure 1 were 
made available through the courtesy of Mr. J. 
Oskay and Drs. N. Coy and H. Stout of the 
Squibb Institute for Medical Research. 

University of Miami School of Medicine. 


ABSTRACT OF DISCUSSION 


Dr. THomMAsS H. STERNBERG, Los Angeles: I 
planned to discuss Dr. Blank’s paper because my 
associates, Dr. Newcomer, Dr. Wright, and Dr. 
Halde, and I have been working with nystatin and 
amphotericin B for the past four or five years and 
have had a large experience with both drugs. 

I am sure that you are all aware of the im- 
portance of the subject of his paper. The fungus 
diseases seemingly are becoming more and more 
of a problem, both in this country and on a world- 
wide basis, and, as Dr. Blank brought out, the 
search for antifungal antibiotics also has become 
world-wide, resulting in the listing of literally 
hundreds .of antibiotics in which there is some 
degree of antifungal activity. 

Last year we held in Los Angeles at the Uni- 
versity of ‘California Medical Center an Inter- 
national Symposium on the Therapy of Fungus 
Infections, and at that time many of the funda- 
mental problems in connection with the treatment 
of fungus diseases were considered. The keynoters 
for this congress were Dr. Pillsbury and Dr. 
Waksman. Dr. Waksman listed some 27 anti- 
biotics with antifungal properties, and Dr. Pills- 
bury stressed the fact that the search for improved 
methods of treating fungus infections deals not 
only with the question of new antibiotics but also 
with a wide variety of studies of a fundamental 


nature, such as those concerned with the host- 


parasite relationship, and the biochemistry and 
physiology not only of the organism but also of 
man. 

I shall limit my remaining remarks to the anti- 
fungal antibiotics with which we have had ex- 
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perience. We had originally hoped that nystatin 
would prove to be a drug which could be used 
successfully in the treatment of deep mycosis, par- 
ticularly coccidioidomycosis which, we see so much 
of in southern California. Unfortunately, this 
turned out not to be the case. The drug was 
poorly absorbed orally, and the intravenous and 
intramuscular preparations which were made avail- 
able through the courtesy of Dr. Blank were not 
usable under ordinary conditions. The intravenous 
preparation tended to sclerose veins, and we were 
forced to administer it through a polyethylene 
catheter. The patients all developed reactions, but 
we felt that in three patients we favorably altered 
the course of their disease. However, the many 
difficulties with administration of this drug are of 
such magnitude that we believe it is not a practical 
drug for parenteral use. 

We have been very much interested in ampho- 
tericin B and feel that it has a possibility of being 
clinically valuable. The drug, given intraperi- 
toneally in mice infected with Coccidioides im- 
mitis, favorably altered. the course of the disease. 
Even more encouraging, in one of our experiments 
when the drug was given orally to infected mice 
it maintained the mice in an apparently healthy 
condition for the duration of the experiment, 
which was 120 days, whereas the control mice died 
in 12 to 23 days. In this experiment oral therapy 
was started two, four, six, and eight days after 
infection, so some of the mice had severely dis- 
seminated disease at the onset of treatment. All 
of the animais responded, gaining weight and be- 
coming quite healthy in appearance. But, 
to illustrate some of the difficulties which occur, 
we found that when we killed the mice at 120 
days many were still infected, as demonstrated by 
cultures and also by histopathological examina- 
tion, which revealed small granulomata containing 
viable organisms. Secondly, we were not able in 
animals or man to detect appreciable blood levels 
when the drug was given orally. We have ad- 
ministered as much as 16 gm. a day to patients 
without getting any clinical effect. One was a 
patient with meningitis due to Cryptococcus neo- 
formans, and the other had disseminated coccidioi- 
domycosis. We could not detect more than 3.5 y 
per milliliter in the blood of these patients when 
they were given these very high oral dosages. So 
now we are faced with the question of how we 
get this drug into humans in sufficient dosage to 
have an effect. It is quite a serious problem, and 
so far we do not have a solution. 

One thing that should, perhaps, be mentioned 
is that we gave the mice orally 12 mg. of am- 
photericin B a day. The mice weighed about 20 
to 30 gm. When you translate this into a 75 kg. 
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man, it is the equivalent of 30 to 40 gm. daily, 
which is a dosage we have not yet tried. 

So we feel that amphotericin B is a drug with 
tremendous promise but that it requires a great 
deal more work by many people to find out just 
how to use it successfully. 

Dr. CHartes R. Retn, New York: Through 
the courtesy of Dr. Blank, my associates and TI 
had an opportunity to institute a clinical evalua- 
tion of the therapeutic efficacy of topically applied 
nystatin in the treatment of cutaneous moniliasis. 
The nystatin for this study was incorporated in 
an ointment-base vehicle. In patients with contra- 
laterally affected areas, an attempt was made to 
compare the efficacy of this antifungal antibiotic 
with other types of previously employed medica- 
tions known to be effective in the treatment of 
cutaneous moniliasis. In most instances, the pa- 
tients responded more rapidly and effectively to 
freshly prepared carbol-fuchsin solution, (Castel- 
lani’s paint) or aqueous solution of methylrosani- 
line chloride (gentian violet) than to nystatin. It 
is quite possible, however, that our unsatisfactory 
results with nystatin were due to the fact that 
it was incorporated in a greasy base, rather than 
in nongreasy lotions. 

My associates, Drs. Lewis and Dick, and I have 
recently completed a double blind study on ap- 
proximately 400 patients with pustular derma- 
toses, comparing blood levels and_ therapeutic 
efficacy, as well as incidence and severity of side- 
reactions obtained with tetracycline alone and in 
combination with nystatin. The accumulated data 
is now being statistically analyzed, but the pre- 
liminary results are as follows: (1) The thera- 
peutic results of both preparations were similarly 
excellent. (2) The blood levels were exceptionally 
high and there was no appreciable difference with 
the two preparations, indicating no effect, either 
of enhancement or interference on absorption. 
(3) Side-reactions were arbitrarily divided into 
two main groups (a) nonspecific—or those thought 
to be due to the intrinsic action of the drug upon 
the host tissue, including nausea, vomiting, 
cramps, flatus, and possibly diarrhea; (b) specific 
reactions—those thought to be due to an over- 
growth of monilia, including stomatitis, anogenital 
pruritus, exacerbations of a preexisting monilial 
infection, and possibly diarrhea. 

The nonspecific reactions increased in incidence 
and severity with increased dosage of both prep- 
arations. In fact, the combination with nystatin 
seemed to produce more nonspecific reactions than 
did tetracycline alone. 

The specific reactions, however, did not increase 
with increased dosage and were less frequent when 
the tetracycline was combined with nystatin. 
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Our incidence of specific side-reactions was 
surprisingly low with tetracycline, but this may 
have been due to our age group (12-50 years) 
and the type of patient not especially prone to 
infection with Candida albicans. In debilitated 
persons, elderly persons, and infants, or in those 
particular instances of anticipated or suspected 
monilial complications, the addition of nystatin 
to tetracycline should be considered as an added 
precautionary measure. 

Dr. HERBERT RATTNER, Chicago: I am surprised 
to hear an unfavorable report about nystatin. 

Last summer in Chicago, when we had un- 
usually hot and humid weather, we used nystatin 
rather extensively and while we did not keep any 
statistics and did not make a definitive study of 
its use, we felt that nystatin was a godsend. We 
used it in the vehicle recommended by Osbourn 
(Osbourn, ‘R. A.: Nystatin Topical Therapy of 
Moniliasis, A. M.A. Arch. Dermat. 72:371 [Oct.] 
1955). It gave us much better results than does 
carbol-fuchsin solution (Castellani paint) whether 
with or without the dye. We preferred it to the 
ointment form, and we rather thought it to be the 
best remedy yet for anogenital moniliasis. 

Dr. Eart D. Ossorne, Buffalo: Dr. Blank men- 
tioned the use of nystatin incorporated in various 
vehicles. I think, from a practical standpoint, it 
would be-of great value to many of us here if he 
could give us a reliable list of the substances with 
which nystatin is incompatible. { have had a 
feeling for a long time that many of the vehicles 
in which we incorporate this are incompatible with 
the nystatin, which explains some of the failures 
in results. 

Dr. Rees B. REEs, San Francisco: At the Uni- 
versity of California we have been using nystatin 
(Mycostatin) powder, supplied by Dr. Hildrick- 
Smith, which is not yet commercially available. 
This contains 100,000 units per gram of powder 
vehicle. There is no question that it is by far the 
best treatment for anogenital and intertriginous 
moniliasis. 

In a study of the treatment of anogenital moni- 
liasis a few years ago, before nystatin was avail- 
able, we found that no one form of treatment was 
of outstanding value. 

In addition, we have been using a nystatin tinc- 
ture for monilial paronychia. This contains 
100,000 units per cubic centimeter of isopropyl 
alcohol. Again, it is far superior to 4% chrysa- 
robin in chloroform, which, prior to that time, was 
our treatment of choice. 

Dr. ArtHuR G. ScHocH, Dallas, Texas: I am 
a’ nystatin enthusiast when it comes to: applying 
it to Candida infections of the skin of the genital 
region, etc., and have been for several years. 
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I want to make one point; that is, we are not 
a bit disturbed about the vehicle. We merely put 
it in water, and the simplest way I know to pre- 
scribe it is to prescribe the vaginal tablet that 
comes wrapped individually in gold foil, have the 
patient crush it in, perhaps, an ounce of water, 
and apply it locally. It produces a milky-looking 
liquid. I am sure that the vaginal tablet has some 
sort of inert diluent, because it is a relatively large 
tablet. Then, we don’t have to worry about in- 
compatibility. The patient acceptance is excellent 
with this method of applying nystatin (Mycosta- 
tin) locally to the skin. ’ 

One point that Dr. Blank is fully cognizant of, 
but which he failed to emphasize, is that nystatin 
loses its potency when put into any solution or any 
aqueous vehicle within 24 hours, so it is highly il- 
logical to prescribe it in the form of a shake lotion, 
because within 24, or at most 36 hours, it rapidly 
deteriorates even in neutral aqueous solution, and 
its antibiotic effect is lost even more rapidly in 
acid or alkaline vehicles. 

Dr. Harry L. Arnoip Jr., Honolulu: It seems 
probable that there are geographic difficulties in- 
volved here. The experience of others has been 
similar to mine in Honolulu. We have found 
carbol-fuchsin solution (Castellani paint), by and 
large, extremely effective in the management of 
anal and perineal moniliasis. 

When I told. Robert Higdon, who was chief of 
dermatology in Tokyo ‘Army Hospital, about this 
about a year and a half ago, he started to try it 
and found it was ineffective in his hands; he 
could not get good results with it at all. He had 
a series of cases that he treated with nystatin 
(Mycostatin), in which he got excellent results 
with it in the same patients who had done very 
badly with carbol-fuchsin solution. 

Dr. Leon GoLtpMAN, Cincinnati: I should like 
to ask Dr. Blank if he doesn’t think that the 
problem of chronic moniliasis in children is a bit 
more than the local use of an antibiotic. In our 
experience, many of them have had associated 
endocrine disturbances, hypoparathyroidism, and 
hypothyroidism, and those are the cases who are 
resistant to nystatin over long periods of time. 

We have also used, thanks to Dr. Blank, the 
local injection of nystatin in an oral type of 
histoplasmosis. These injections were very pain- 
ful. There were-no controls but, at least, the oral 
lesions seemed to clear up. This case will be pre- 
sented by Dr. Harold Plotnick. 

I should also like to ask him about amphotericin 
B, because Dr. Schwarz, the Director of our 
Laboratory of Mycology, thinks that is a most ex- 
cellent antibiotic, which he has had for experi- 
mental histoplasmosis of animals. He has preferred, 


Blank 


in spite of its extreme insolubility, to use this 
in suspension. 

I should also like to ask Dr. Blank about his 
experience with topical amphotericin B. As I 
told Dr. Sternberg, we had used it and found 
it was of value. Dr. Halde mentioned the marked 
clearing of pityriasis versicolor with amphotericin 
B ointment. I wonder if Dr. Blank can substan- 
tiate that? ‘ 

Dr. Harvey BLanx, Miami, Fla.: There is 
much yet to be learned about the use of the anti- 
fungal antibiotics. The best form and method of 
applying the agents will be determined only by 
further clinical trials and experimentation. Un- 
questionably the vehicle is. of great importance, 
as with other topical medicaments. 

The present forms of nystatin are slowly in- 
activated in the presence of water, alcohol, gly- 
cerin, propylene glycol, or other solvents. Some 
formulations, however, can be kept at room tem- 
perature for 7 to 10 days without losing more 
than about 30% activity, but remain effective 
during that period time. Refrigeration reduces 
the rate of decay, but the suspensions should be 
discarded after a week or so. Loss of activity is 
hastened in the presence of alkali or acid. For 
example, fountain syrups often contain phosphoric 
acid and must not be used in place of neutral 
pharmaceutical flavoring syrups in preparations 
for children. Dr. Schoch’s suggested use of the 
lactose tablet is a good one. 

It is difficult to explain some of the peculiarities 
of therapeutic results in different parts of the 
world. As Dr. Arnold pointed out, not all the re- 
ports have been as strikingly beneficial as in the 
American Army in Japan. It should be empha- 
sized, however, that they used drying lotion and 
powder vehicles, which are far superior to an 
oleagenous ointment and may account for some of 
the differences in results. 

I certainly agree with Dr. Goldman that the 
final answer for the rare child with large, crusted 
chronic lesions and many other generalized mani- 
festations of moniliasis may not be provided by 
any specific antifungal agent but requires methods 
as yet unknewn, which will affect their basic, 
underlying problem. With any of the antimonilial 
agents, one should not think in terms of a per- 
manent bacteriologic cure of any patient with 
candidiasis. Most of us are carriers of the organ- 
isms throughout our lives, and, even though a 
satisfactory clinical response and temporary 
bacteriologic clearing results from therapy, it is 
too much to hope that the ubiquitous Candida 
albicans organism can ever be permanently eradi- 
cated. 

The amphotericin ointment we have used in a 
limited study in Miami was not effective in tinea 


191 








capitis, pityriasis versicolor, or Trichophyton rub- 
rum infections. Dr.. Sternberg undoubtedly has 
a greater and more definitive experience with this 
material. 

I should again like to thank the discussers and 
the members for their discussion and the oppor- 
tunity of presenting this paper. 
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The Outcome of Patients with Herpes Zoster 


JOSE M. de MORAGAS, M.D., and ROBERT R. KIERLAND, M.D., Rochester, Minn. 


Herpes zoster is a self-limited disorder 
which in most cases resolves without com- 
plication. In some patients herpes zoster 
produces complications during the acute 
phase of the disease, or even sequelae that 
may incapacitate the patient later. The most 
important among these is postherpetic neu- 
ralgia. The severity of the latter has stimu- 
lated the interest of many investigators, 
searching for ways of avoiding such un- 
desirable sequelae by treating the acute 
phase. As a result there is, in the medical 
literature, a continuous stream of publica- 
tions, devoted to the study of the results 
obtained in the treatment of herpes zoster. 
The good results reported by one author 
are not confirmed subsequently by others, 
and no single method of treatment has pro- 
duced more than temporary enthusiasm. Re- 
cently, with the greater number of drugs that 
have increased the armamentarium of the 
physician, a greater number of different ap- 
proaches to the treatment of herpes zoster 
have been undertaken. However, as Sauer * 
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stated, adequate control studies are of major 
importance in evaluating any future thera- 
peutic agent. 

This paper attempts to illustrate some of 
the factors that play a role in the final 
severity of the disease, to provide a general 
outline of its natural course, and to provide 
a “base line” useful in determining the 
results of future therapeutic measures. The 
statistical clinical study of 487 patients with 
herpes zoster by Katayama? had a scope 
somewhat similar to that of our paper. 


Material 


The records of 916 patients seen at the 
Mayo Clinic between January, 1935, and 
December, 1949, inclusive, with the diagnosis 
of herpes zoster or postherpetic neuralgia 
were reviewed. Sex distribution was es- 
sentially even, 445 females and 471 males. 
Study of the patients was undertaken by 
age groups in decades (Table 1). Duraticn 
of the postherpetic neuralgia was used as 
an index of the severity of the process. 

As the age increased, the number of pa- 
tients included in the age group was greater, 
from 24 patients less than 20 years of age 
to 270 patients in their 60’s. The group aged 
70 years or more included 160 patients, ab- 


TABLE 1.—Duration of Postherpetic Neuralgia by Age Groups in 916 Patients 














Pain 
No Pain Less than 1 Mo. 1-6 Mo. 6-12 Mo. More than 1 Yr. 
Age, Yr. eis Bie. % No. eee % No. % No. % 
Less than 20 24 20 83.3 3 12.5 1 4.2 
20-29 53 34 64.2 18 33.9 1 19 
30-39 69 25 36.2 32 46.5 5 7.2 7 10.1 
40-49 136 43 31.6 48 35.2 30 22.1 5 3.7 10 7.4 
50-59 204 42 20.6 63 30.9 57 27.9 6 2.9 36 17.7 
60-69 270 41 15.2 54 20.0 65 24.1 ll 4.1 99 36.6 
70 or more 160 14 8.7 28 17.5 32 20.0 10 6.3 76 4795 
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solutely a smaller number, but actually 
larger, considering the relatively smaller per- 
centage of population in this age group. 

The duration of the postherpetic neu- 
ralgia was divided into arbitrary groups 
(Table 1). As the age increased, the num- 
ber of patients without pain diminished from 
83.3% in the age group less than 20 years 
to 8.7% in the age-group of 70 years 
or more. Simultaneously, the duration and 
severity of the postherpetic neuralgia in- 
creased from 4.2% of patients with pain for 
more than one year in the age group less 
than 20 years to 47.5% of patients in the 
age group of 70 years or more. The per- 
centage of patients with pain for one month 
or more increased in direct ‘proportion to 
the age, as is shown in the Figure. The 
maximal duration of pain reported was 16 
years. 

Generalization of the herpes zoster was 
infrequently recorded, unless severe. It oc- 
‘curred in 11 cases, in 3 of which there was 
iymphoma. Exiensive gangrenous changes 
were present in three cases. 

The most frequent associated diagnosis in 
these patients was that of lymphoma, which 
was made in 39 cases (4.2% of the total 
number of cases). 

Special attention has been paid to the 
trigeminal location of the herpes zoster. In 
our series, 149 cases (16.3% of total num- 
ber of cases) were found. Consistently the 
postherpetic neuralgia was of longer duration 
in this group of patients than in all patients 
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(Table 2). Also this group was found more 
prone to have severe complications during 
the acute phase of the disease. Enucleation 
of the eye was done in two cases, owing to 
perforation of the cornea and to absolute 
glaucoma. Complete loss of vision of the 
involved eye occurred in two cases, owing to 
corneal scars and to glaucoma. 

All the different age’ groups received ap- 
proximately the same type of treatment dur- 
ing the acute phase of the disease. Acetyl- 
salicylic acid, autohemotherapy, and roentgen 
therapy were the more widely used. To 


relieve postherpetic neuralgia, roentgen ther- 


apy, cobra venom, Pituitrin (posterior 
pituitary extract) and Protamide (a pro- 
teolytic enzyme preparation), and vitamins 
B, and By were used in most of the cases. 
Detailed mention of the more radical meth- 
ods of treatment may be of some value. 
Different attempts to block the nerves of 
the area where the herpes zoster was located 
were tried. Infiltration of procaine hydro- 
chloride, which was performed in 14 cases, 
was of help in 2 instances. Infiltration of 
alcohol, which was performed in 23 cases, 


“was of¢help in 2. Avulsion of the nerve, 


which was performed in six instances, was 
of no value. 

Subarachnoid injection of alcohol was of 
no help in four cases; one patient had com- 
plete disappearance of pain and another died 
of transverse myelitis. Rhizotomy, which 
was done in eight cases, provided complete 
relief in three cases, improvement in one, 


TABLE 2.—Trigeminal Herpes Zoster (149 Cases: 16.3% of 916 Cases) 








Incidence of Postherpetic 
Neuralgia of Duration More 
Incidence of Trigeminal Than 1 Yr. in Trigeminal 
Age, Yr. Total Patients Herpes Zoster Herpes Zoster 
: No. %* No. %t 
Less than 20 24 1 4.2 0 : 0 
20-29 53 6 11.3 0 0 
30-39 69 14 20.3 4 28.6 
40-49 136 23 16.9 5 21.7 
50-59 204 29 14.2 10 34.5 
60-69 270 50 18.5 i 25 50.0 
70 or more 160 26 16.3 16 61.5 





*Per cent of total patients in the respective age 


group. 
+Per cent of patients having trigeminal herpes zoster in the respective age group 
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and was of no help in three. In the remain- 
ing case death occurred from a pulmonary 
complication a few days after operation. 
Section of the lateral tract of the spinal 
cord was of no help in three cases. Frontal 
lobotomy was helpful in one case, of no 
value in two other instances. Drug addiction 
due to morphine occurred in four cases. 


Comment 


The distribution of patients in the differ- 
ent age groups shows a progressive number 
and a lengthening of the duration of the 
postherpetic neuralgia as the age increases. 
In other words, the prognosis of herpes 
zoster, as defined by the duration of asso- 
ciated neuralgia, seems to be related pri- 
marily to the age of the patient. All the 
patients in the different age groups received 


approximately the same type of treatment 


at the time of the herpes zoster. If treat- 
ment is good only in the younger age group, 
and is unable to control pain in the older 
age group, it is not very valuable. Treatment 


de Moragas—Kierland 


69 over 


70 


having a beneficial influence should affect all 
groups equally. In our series we have been 
unable to find any specific measures that 
affected markedly the natural course of the 
disease. 

It was not possible to relate the severity 
of local involvement with the final prognosis 
in reference to postherpetic neuralgia. 

Trigeminal herpes zoster seemed to have a 
poorer prognosis. The possibility of loss of 
vision on the affected side during the acute 
phase, and the higher percentage of patients 
with severe postherpetic neuralgia seems to 
warrant this statement. 

Treatment of postherpetic neuralgia did 
not seem to change the slow tendency of the 
neuralgia to improve with time. This natural 
tendency was a general finding; but in some 
instances, fortunately very seldom, the se- 
verity of pain was stationary or even 
progressive. 

In the severest cases different surgical 
procedures with the goal of producing a per- 
manent block in the painbearing nerve fibers 
were of little benefit. Even the most drastic 
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measures had a high percentage of failures. 
Measures such as these need to be considered 
only in extreme cases. 


Summary 


Nine hundred and sixteen patients with 
the diagnosis of herpes zoster and post- 
herpetic neuralgia have been reviewed. Du- 
ration of the postherpetic neuralgia was used 
as an index of the severity of the process 
and of the effect of treatment. Age and 
localization (trigeminal) were the only fac- 
tors that seemed to play a role in the prog- 
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nosis of these patients. Different types of 
treatment employed during the acute and 
chronic phase of the process did not modify 
substantially the natural course of the dis- 
ease. 

Mayo Clinic. 
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Racial and Environmental Factors in Susceptibility to 


Rhus 


ERVIN EPSTEIN, M.D., Oakland, Calif., and MAJOR EARL R. CLAIBORNE (MC), U. S. A. F. 


For reasons that are obscure at this time, 
certain dermatoses have racial or geographic 
peculiarities of distribution. The Negro is 
considered to be comparatively immune to 
basal-cell epitheliomas but particularly sus- 
ceptible to the annular syphilid. Howard 
Fox,! after a study of 2200 Negroes and 
an equal number of whites, reached the 
conclusion that the Negro is less susceptible 
to external contacts. To quote his article of 
1908: 


An example of lessened susceptibility to vege- 
table irritants is given by my statistics for poison 
by the Rhus toxicodendron, which showed 22 
cases in the white against 8 in the black. While 
these figures show a much greater prevalence of 
ivy poisoning in the white, the disproportion in 
my opinion would have been much greater in a 
comparison of whites with full-blooded Negroes. 
In replying to the question, “Is the Negro im- 
mune to ivy poisoning?” the answer, “I have 
never seen a case” or “I have never seen a case 
in a full-blooded Negro” has been given by a 
majority of my correspondents. Many add that 
they frequently see ivy poisoning in the white 
race. Four have answered “no” without any fur- 
ther qualification. Dr. Whitehead of Atlanta and 
Dr. Engman of St. Louis, both write that they 
have seen some severe cases. Others answer “al- 
most immune” or “nearly so.” Dr. Strobel of 
Baltimore .answers, “Not immune, but cases very 
uncommon, ‘so much so that one severe case I 
saw in a Negro boy impressed me.” Dr. Bernard 
Wolf of Atlanta, writes me of a railroad con- 
tractor who employed 150 Negroes in a region 
where poison-oak abounded. Not one of these 
men suffered from ivy poisoning. In the statistics 
of Morison, and in those of Dyer, no cases of 
ivy poisoning in the Negro are recorded. 
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Hazen,” in 1914, found 18 cases of poison- 
ivy dermatitis in 2000. whites and 14 cases 
in the same number of Negroes. From this 
study he concluded that there was no dif- 
ference in frequency between. the two 
groups, and, furthermore, he felt that the 
disease was as severe in one race as in the 
other. However, in 1935 he published his 
study of skin diseases in 11,729 Negro pa- 
tients? In this group he noted only 85 
cases (0.7%) of dermatitis venenata Rhus. 
On this basis, he reversed his previous stand 
and concluded that ivy poisoning is actually 
less common in the Negro but maintained 
his position that it is just as severe as in 
the Caucasian race. 

In his monograph published in 1923, 

McNair‘ considered the problem. He 
quoted Dakin, who, as far back as 1829, 
pointed out that Negroes, mulattoes, and 
white Americans were equally susceptible to 
these plants. French in 1903 had recognized 
that Negroes were not immune. Lindley in 
1908 claimed that full-blooded Indians in 
California were immune but that half-breeds 
were susceptible. McNair’s conclusions 
might be quoted, to wit: 
Severe cases occur quite frequently in California 
among the Mexicans, Chinese, and Japanese as 
well as among the native and foreign whites. There 
seems, therefore, to be no high degree of im- 
munity existing among the principal types of races 
toward R. diversiloba or toward R. toxicodendron, 
as far as present knowledge extends. 

Becoming interested in this problem be- 
cause a number of local building contractors 
were employing Negroes for jobs necessi- 
tating exposure to poison oak, we decided 
to study this problem from the clinical, the 
historical, and the patch-test approaches. 
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Clinical Experiences 


The charts of a series of 12,000 private 
patients were- reviewed. This included 
10,272 (85.6%) Caucasians, 1272 (10.6%) 
Negroes, and 456 (3.8%) Orientals. There 
were 348 (2.8%) cases of poison-oak der- 
matitis in the group. There were no in- 
stances of dermatitis due to other Rhus 
plants. This was anticipated since no other 
members of the Rhus. family grow in this 
geographic area. 

Among the whites, there were 337 cases, 
an incidence of 3.2%. The Negro group in- 
cluded 11 instances or 0.9%. This suggested 
that the Negro is about one-third to one- 
fourth as sensitive as the Caucasians. How- 
ever, possibly this difference could be 
explained on the basis of lessened exposure. 
The Negro people in this area do relatively 
little hunting, fishing, or golfing, and they do 
not live in districts that have poison-oak 
plants as part of the normal flora. 

In the-Oriental group, in whom there was 
an expectancy of 13 cases, there were none. 
This was difficult to explain, since most of 
the professional gardeners in the San Fran- 
cisco Bay area are Japanese. Looking for 
further information, we sent letters to a few 
dermatologists practicing in Hawaii or in 
the Orient. Their letters did much to shed 
light on the problem. 

For instance, Johnson ® said, 

In the fifteen years that I have been practicing in 
Honolulu, I have never seen a case of Rhus or 
mango sensitization in an Oriental, Filipino, Ha- 
waiian, or you might say, one of the pigmented 
races. Another interesting feature is that Cauca- 
sian children who are born here do not develop 
the sensitivity (to mango) as they handle the fruit 
quite extensively as children. It grows luxuriantly 
in almost every back yard. This may be explained 
by a process of desensitization in childhood. 
Arnold ® confirmed that mango dermatitis is 
rare in natives in Hawaii. 

Fujinami* wrote 
Dermatitis due to Urushi (Rhus verniciflua Stok.) 
is really common in Japan...In the case of lac- 
quer makers, we notice that the -sensitiveness of 
the skin becomes weary after the patients re- 
peatedly suffer from the Urushi dermatitis. 

Reiss,® who practiced in China, previously 
pointed out that “some Chinese factory 
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workers become immune after several years 
of repeated bouts of lacquer dermatitis.” 

Cowell Memorial Hospital is the infirmary 
for the University of California at Berkeley. 
Through the cooperation of Allington ® and 
his staff, we were afforded the opportunity 
of studying their records. It was found that 
430 patients with Rhus dermatitis had been 
hospitalized at this institution between 1948 
and 1955. Of these, only six were Orientals. 
Of this group, four had been born in Cali- 
fornia. Of the others, one was born in 
Hawaii in 1933. She lived in this group of 
islands for the next 18 years except for 2 
years in. Hiroshima, Japan. In the sixth 
case, the patient was born in Peiping and 
lived in China until she was 16 years old. 

Urrere 2° reviewed the records at Mills 
College for the past six years and allowed 
us to include her statistics: Briefly, this con- 
sisted of a total of 417 cases of poison-oak 
dermatitis. None of these were in Orientals 
or Hawaiians. Mills College includes many 
students from these areas. 

When we combined the personal, Cowell, 
and Mills groups, there were 1184 cases of 
poison-oak dermatitis. Only six (0.5%) 
were in Orientals or Hawaiians and only 
two (0.17%) were born overseas. While 
the incidence of these races at the University 
of California and at Mills College is not 
available at this time, it is obviously much 
greater than the infinitesimal figures pre- 
sented here among those with poison-oak 
dermatitis. 


Historical Findings 


While it is obvious that histories of pa- 
tients are of only limited reliability, it was 
decided to investigate whether the patients 
subjected to patch tests, as described below, 
had ever been exposed to poison oak or 
poison ivy and if they had ever suffered 
from a dermatitis due to one of these plants. 
The value of this portion of the. investiga- 
tion was further minimized by lack of 
botanical knowledge and clinical acumen on 
the part of most patients. Many did not 
know what the Rhus plants looked like. In 
cases of poison-oak dermatitis, the diagnosis 
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was made often by friends, family, or neigh- 
bors. Recognizing these limitations, we ob- 
tained the following information. 
Exposure.—It was found that 40% of the 
white patients, 40% of the Negroes, 39.8% 
of the Chinese, 72.6% of the Japanese, 60% 
of the Filipinos, and 73% of the Hawaiians 
knew that they had. been exposed to one of 
these plants. These figures indicate that a 
large proportion of the patients studied in 
this investigation had been exposed to poison 
oak and/or poison ivy. Furthermore, this 


‘exposure was of a reasonable degree in all 


groups, indicating that difference in inci- 


‘dence of dermatitis or positive patch tests 


would be of significance. 

Rhus Dermatitis—However, when : the 
problem of actual dermatitis was investi- 
gated, it was discovered that 23% of the 
whites, 17.6% of the Negroes, 17.8% of 
the Hawaiians, 5.5% of the Chinese, 12.7% 
of the Japanese, and 12.7% of the Filipinos 
had suffered from such a condition. On the 
other hand, of those Orientals born in the 
United States, the incidence was about 19% 
(about the same as Negroes and whites) but 
among those born overseas, there was a 
single case of poison-oak dermatitis in an 
Hawaiian (0.17%). 

Relationship of Cases to Exposure.—Per- 
haps this phase of the investigation can be 
summarized best by a comparison of the 
incidence of admitted dermatitis in each 


_ group as compared to those who thought 


that they had been exposed to poison oak 
or poison ivy. While the incidence of those 
exposed, who had suffered from the der- 


, 


matitis varied among those born in the 
United States from 26.0% to 58.0%, this 
was much lower in the group born in the 
Orient or in Hawaii (0.0% to 6.6%). 
When this is averaged for the groups in 
general, we find that 43.0% of-those born 
in this country were affected while only 
3.0% of those born overseas had suffered 
from this dermatitis. These figures indicate 
a hyposensitization in the latter group, since 
exposure of the entire group born overseas 
was 131 cases out of 227 (57.7%). This is 
well above the percentage of Caucasians and 
Negroes who admitted exposure (40.0%). 


Patch-Test Studies 


Through the cooperation of Graham,* a 
group of 899 persons were studied. by this 
method. Four dime-sized areas on the left 
forearm were painted with solutions labelled 
A, B, C, and D. It was learned at the 
conclusion of the experiment that these were 
dilutions of Rhus toxin ranging from 1:10 
to 1:100 to 1:1000 and a control of the 
diluent only. These were not covered. The 
results were read in 24 and again in 48 
hours. The reactions were graded from 
negative to 4+, depending on the amount of 
erythema, edema, and vesiculation. Positive 
reactions were obtained to the strongest 
dilutions only. Several positive reactions 
were delayed for from three to five days. 
In three instances “kissing” reactions de- 
veloped over the biceps due to contact with 
the dry toxin when the elbow was flexed. 


* Graham; H., of Graham Laboratories, Dallas, 
Texas. 


Summary of Studies of Exposure, Dermatitis, and Patch Tests Performed in this 
Investigation 











=p to Rhus Relationship Positive 
Cases hus Dermatitis Cases: Exposure Patch T 
Caucasians 250 100(40%) 58(23.2%) 58% 78(31.2%) 
Negroes 159 64(40%) 28(17.6%) 43.5% 36(22.1%) 
Chinese Born in USA S4 22(26.2%) 10(11.9%) 45.5% gtr}; ) 
Born in China 97 50(59.5%) 0 0 11.0%) 
Japanese Born in USA 60 pare fo) 13(21.7%) 26.0 21(35%) 
Born in Japan 50 30(60% 1(2%) 3.3% 0 
Filipinos Born in USA 76 naa 13(17.2%) 26% 14(18.4%) 
Born in P. I. 34 16(47.1%) 1(2.9%) 6.6% 0 
Hawaiians Born in USA 43 0' 14(32.5 46.8 12(27.9%) 
Born in Hawaii 46 po ee ee) oth aa ) 
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The racial distribution and results are 
given in the Table. Significant differences 
were not noted between any of the racial 
groups born in this country. However, 
among the Orientals and Hawaiians born 
in their native countries there was only 1.3% 
positive reactions. This compares dra- 
matically with the 20% to 35% positive 
reactions obtained in persons born in the 
United States. 

In addition to these figures, 201 native 
Hawaiians were tested to the extracts men- 
tioned previously. All gave negative re- 
actions. However, these cases were not in- 
cluded in those figures since the subjects 
were in this country for a short time only 
for basic Air Force training and were not 
exposed to poison-oak plants. 


Treatment of Patch-Test Reactions 


It was noted early in this study that to 
obtain cooperation from volunteer groups, 
it would be necessary to treat the positive 
reactions. Many of these were marked, 
showing considerable spread and itching in 
addition to the edema, erythema, vesicula- 
tion, crusting, etc. Therefore, it was de- 
cided to study the effect of hydrocortisone 
ointment on such reactions. To accomplish 
this, 1% hydrocortisone in Acid Mantle 
Creme (a buffered solution of aluminum 
acetate in a hydrophilic base), 0.5% 
hydrocortisone in Acid Mantle Creme,} and 
a control of Acid Mantle Creme alone were 
employed therapeutically in different cases. 
A total of 174 patients were treated for such 
reactions, The conclusions drawn were that 
the hydrocortisone was much more effective 
than the Acid Mantle Creme alone, but that 
no difference could be seen between the 
0.5% and 1% hydrocortisone ointments. 
The reactions in two Negro women required 
x-ray therapy in addition to the ointment 
for control. 

+ Supplied by Irving Wershaw of Dome Chemi- 


cals, Inc., New York, in the form of Cort-Dome 
Creme. 
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Comment 


Much difficulty was encountered in at- 
tempting to secure enough Orientals to sub- 
mit to these tests so as to make our results 
statistically significant. The Orientals were 
much more reluctant to have the tests done 
than were the whites and the Negroes. 
Surprisingly the greatest roadblock was not 
on the part of the subjects but was due 
to the officials in charge of large groups of 
Orientals. 

However, the differences in sensitivity as 
demonstrated by patch-testing and clinical 
studies indicate that the person born in the |. 
Orient is much less susceptible to poison-oak 
or poison-ivy than are those born in this 
country. This seemed to be true for per- 
sons who had lived as long as 40 or 50 
years in this country after coming from 
the Orient as children or adolescents. This 
difference is sufficiently marked to be sig- 
nificant. Furthermore, the difference be- 
tween native- and domestic-born members of 
these races is marked also. 

As demonstrated, there is no difference in 
susceptibility between different racial groups 
born in this country. Therefore, pigmenta- 
tion per se or other racial characteristics 
does not offer the source of protection 
against these plants. Rather, this factor 
must reside in the environment to which the 
individuals were exposed early in life. 

It seems possible, therefore, that the man- 
go of Hawaii and the lacquer plants of the 
Far Orient are more potent immunizers 
than are the domestic plants. These plants, 
which are members of the Rhus family, are 
as common in the Hawaiian Islands and in 
the Orient as poison oak, poison ivy, and 
poison sumac are in the United States. If 
further studies confirm the findings pre- 
sented in this communication, it is suggested 
that extracts of mango and lacquer may be 
used to produce immunity to poison oak or 
poison ivy despite the failure of extracts of © 
the local plants to do so regularly. It may be 


necessary to administer these extracts in 


childhood to get the desired results. This 
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RHUS SUSCEPTIBILITY—RACE AND ENVIRONMENT 


investigation is the next logical step of this 
study. 


Summary 


A study of a large number of patients 
indicates that there is no racial difference 
in susceptibility to domestic members of the 
Rhus family. However, the figures indicate 
a hyposensitization in those born in the 
Orient or in Hawaii. 

It is suggested that this is on an environ- 
mental basis and that perhaps mango and 
lacquer extracts can be used to immunize 
against poison oak and poison ivy. 

447 29th St., Oakland, Calif. . 

3275th USAF Hospital, Parks AFB, Calif. 
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“The Schiff-Positive, Nonglycogen Material” in the 


Human Eccrine Sweat Glands 


I. Histochemistry 


VICTOR FORMISANO, M.Sc., and WALTER C. LOBITZ Jr., M.D., Hanover, N. H. 


Introduction 


Clincians and investigators who are inter- 
ested in sweat-pore obstruction and the 
sweat-retention diseases (miliaria) are aware 
that the lumina of eccrine sweat ducts and 
“pores” contain a Schiff-positive, nongly- 
cogen (diastase-resistant) material ** (Fig. 
1). They have speculated that this material 
may be significant in occluding the lumen 
of the eccrine sweat duct and pore. 

The study is concerned with the origin 
and the histochemical characterization of 
this Schiff-positive material.. It was under- 
taken in order to better understand the func- 
tion and structure of human eccrine sweat 
glands and to determine the significance of 
this material in sweat-retention phenomena 
and associated diseases. 


Materials and Methods 


The material for this study was obtained from 
15 normal adult male volunteers. All biopsies 
were obtained from the back without anesthesia, 
with use of the high-speed, motor-driven rotary 
punch.’ Specimens of the skin obtained following 
various types of experimental injury were also 
used.?*® 
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The histochemical techniques utilized were as 
follows: 

The McManus” procedure for glycogen, con- 
trolled with diastase; toluidine blue, buffered at 
pH 5 and controlled with ribonuclease“; the 
Barrnett-Seligman ” technique for disulfides and 
sulfhydryl groups; Sudan Black B for lipids™; 
the technique of Seligman and Rutenberg as modi- 
fied by Padykula™“ for succinic dehydrogenase 


_activity; the method described by Pearse for non- 


specific esterase; Gomori’s methods for alka- 
line* and acid” phosphatases. 


Observations 


I. Ovigin.—The Schiff-positive, diastase- 
resistant material in question must be se- 
creted by secretory cells, by the luminal cells 
of the duct, or by both of these cells. 

A. Secretory Coil (Glandular Cells): The 
cells of ‘the secretory coils of clinically nor- 
mal skin, and especially the “small dark” 
cells, contain moderate to heavy amounts of 
this material.1* This particulate material is 
distributed in different ways in the cytoplasm 
of the secretory cells. It may almost com- 
pletely fill the cytoplasm or it may fill only 
the perinuclear and apical half of the cyto- 
plasm (Fig. 2). It may appear to be stream- 
ing from the perinuclear area toward the 
apex of the cell (Fig. 3) especially in the 
“small dark” cells, or, most commonly, it 
may be “lining up” along the peripheral 
apical borders of the cell (Fig. 4). The 
lumina of the secretory coils were usually 
devoid of these particles. 

B. Sweat Duct: There was no evidence 
of secretion of this Schiff-positive material 
by cells of the sweat duct. 

In a microscopic field in which secretory 
coils were actively elaborating Schiff-positive 
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SWEAT GLANDS—HISTOCHEMISTRY 


Fig. 1—Eccrine Sweat 
Duct. Arrows point to 
Schiff-positive, diastase- 
resistant material on the 
luminal border of lining 
cell. McManus spro- 
cedure; reduced about 
43% from mag. X 6075. 


material, both the basal and the luminal cells 
of the deep . duct Showed a vague purple, 
Schiff-positive haze, but it was not possible 
to discern particles. Neither the ,cytoplasm 
of the Yamninal cell nor the cuticle’ possessed 
any particulate Schiff-positive material. 
However, a thin coating of this material 


could be seen extracellularly along the cuti- 
cular border of the luminal cell (Pig. hd 


H Te 


forming a continuous lining “collar.” : 
The cells of the middle portion of the 
sweat duct and of the ‘ ‘epidermal sweat duct 
unit” also showed a faint Schiff-positive 
haze throughout. Extracellular particles of 
Schiff-positive material were attached to the 
cuticular border. 
Sweat-duct “casts”: In apparently normal 


skin and sweat ducts, the lumen of the duct 


Formisano—Lobitz 


iy 
oe 
ae 





was often partially or almost entirely 
filled with Schiff-positive, diastase-resistant 
“casts” (Figs. 5 and 6). Casts were usually 
found in the middle and deeper portions of 
the duct. In one subject, whose ducts char- 
acteristically abounded in casts, a cast 
formed in a regenerating “epidermal sweat 
duct unit” after this had — 5; aries’ d 
destroyed.2-* ea 
Casts differed in eppelitiae’ sane cor 
sisted of aggregations of packed small, 


Schiff-positive partieles, Others were hyd 


.* A previous preliminary obtérvation ssid 
seriously the role of these casts in producing 
sweat-duct obstruction and the miliaria (Lobitz 
and Holyoke: QMC Report): However, work in 
progress suggests that the presence of “casts? is 
probably a normal anatomical variant and may 
have no immediate clinical significance. 


*> 
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line, showing no detectable signs of a grad- 
ual accumulation of mass. Large crescentic 
casts with features characteristic of both 
were also seen. 

One other distinct type of cast with alter- 
nating dark and light concentric lamellae of 
Schiff-positive material (Fig. 6) was occa- 
sionally encountered. In one case almost the 
entire cuticular lining of the mid-duct was 
becoming detached from the luminal cells 
and attaching itself to a small hyaline cast 
in the lumen. The lamellated appearance of 
these casts could be explained by an alternate 
deposition of the keratin-like material from 
the luminal cells and of Schiff-positive, 
diastase-resistant aggregates from the secre- 
tory coil. 

These various situations in normal glands 
suggest that casts appearing first in the 
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A. M. A. ARCHIVES OF DERMATOLOGY 


Fig. 2.—Secretory cells 
of eccrine sweat gland 
coil. Schiff-positive, 
diastase-resistant  gran- 
ules filling the apical half 
of the cytoplasm of 
secretory cell (arrows). 
McManus procedure; re- 
duced about 43% from 
mag. X 5430. 


deeper portion of the duct are formed by 
an accumulation and packing in the lumen 
of tiny particles of Schiff-positive material 
secreted by the cells of the glandular coil. 


The partial or complete hyaline casts may be 


formed either by the products of both the 
secretory cells and the duct cells, or by an 
alteration of the way the particles from the 
secretory cells are aggregated ; this may pos- 
sibly be influenced by some product from 
the ductal cell. This hyaline material is not 
found in the lumen of the secretory coil. 
The ductal cell, then, is most likely impli- 
cated in the formation of the entire “cast.” 

II. Histochemical Nature 

A. Toluidine Blue: When stained with 
toluidine blue the apices of the secretory 
cells frequently have an aggregation of par- 
ticles, located in approximately the same 
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SWEAT GLANDS—HISTOCHEMISTRY 


Fig. 3—A_ streaming 
of the Sch-positive 
particles toward the apex 
of the secretory cell 
(arrow). McManus pro- 
cedure; reduced about 
43% from mag. X 5625. 


sites as the Schiff-positive material in ques- 
tion. This was confirmed in serial sections 
of the same sweat gland units. Frequently, 
the distribution of these particles indicated 
an active secretury process. Basophilic ma- 
terial was generally more abundant in the 
sweat duct than in the gland. The basal cells 
stained considerably more basophilically than 
the luminal cells, which showed only a light 
basophilic “haze.” The cuticle was easily 
distinguished as a glassy, nonparticulate, 
practically chromophobic region of the lumi- 


nal cells. Small amounts of basophilic ma- 


terial and large basophilic casts were some- 
times seen in the lumen. The casts were not 


uniformly basophilic. 


B. Disulfide and Sulfhydryl Groups: Sec- 
tions stained alternately for -SH groups and 
simultaneously for -SH and -S-S groups 
show low concentrations of these substances 
throughout the sweat gland unit. Prepara- 
tions showing both sulfhydryl and disulfide 
groups were more intense than those show- 
ing sulfhydryl groups alone; these showed 
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the greatest concentration in the apices of 
the secretory cells. Particles of this mate- 
rial were also seen streaming into the lumen 
from these secretory cells. The ducts were 
more intensely stained than the secretory 
coils. The cuticular border was strongly 


reactive. The luminal cells in general 
showed more activity than thé basal cells. 
The lumen contained casts and loose ma- 
terial similarly stained. The casts showed 
alternating bands of dark and light reaction. 
This is similar to the staining reactions ob- 
tained with toluidine blue and the periodic 
acid-Schiff technique. All of these results 
indicate that this material is in part protein. 

C. Sudan Black B: In frozen sections 
colored with Sudan black B the secretory 
cells have a haze of fatty specks. An apical 
ring of tiny lipid droplets in the distal end 
of the cytoplasm was apparent. The secre- 
tory cells also contained larger fatty droplets 
and globules. There was fatty material in 
the lumen of the glandular coil. 
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The duct contained less Sudanophilic ma- 
terial than the gland. The basal cells of the 
duct contained more lipid than the luminal 
cells, which frequently contained practically 
rione. There was no lipid material within 
the cuticle, although in the deep portion some 
extracellular fatty particles were seen along 


the cuticular border. In one instance, a 
linear arrangement of tiny fat particles was 
observed’ just within the cuticular bordef. 
Fatty droplets were frequently seen within 
the casts. ; 
Thus, lipids ‘seem at least to be associated 
with the Schiff-positive, ‘nonglycogen ma- 
terial. : 
 D. Succinic Dehydrogenase: The glandu- 
lar coil, and particularly the basal-cell areas 
of the secretory cells, ‘was most abundant in 
succinic dehydrogenase activity. The myo- 
epithelial cells were unreactive. In the duct, 
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A, M. A. ARCHIVES OF DERMATOLOGY 


Fig. 4—A_ peripheral 
lining up of the material 
along the apical border 
of the secretory cell, 
McManus procedure; re- 
duced about 43% from 
mag. > 5100. 


the basal cells showed more activity than the 
luminal cells. We could find no correlation 
between the! Schiff-positive particulate ma- 
terial and succinic dehydrogenase activity. 
E. Nonspecific Esterase: The distribution 
of nonspecific esterasé in the coil was sim- 
ilar to. that of the Schiff-positive material. 
The apices of secretory cells were often 
strongly reactive. Enzyme activity was 
found in the basal cells of the duct and in 
the cuticle. The cuticle showed a fairly 
heavy reactive haze, with occasional scattered 
particles. Heavily stained, discrete particles 
were brushed along the cuticular border. . 
-F, Acid Phosphatase: Reactive. sites. of 
acid phosphatase in the secretory coil, paral- 
leled those.of nonspecific esterase. The cells 
of fhe duct had a vague reactive haze. The 
cuticle of the lining cell was darkly stained 
and distinct. A particulate, reactive stippling 
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SWEAT GLANDS—HISTOCHEMISTRY 


Fig. 5.—Schiff-positive 


“cast” in an “eccrine 
epidermal sweat duct 
unit.” McManus proce- 


dure; reduced about 43% 
from mag. X 1125. 


could be seen at the periphery of the cuticle 
just within the cell. Extracellular reactive 
material could be seen just outside the 
cuticle. Considerable acid phosphatase was 
noticed “brushed on” just within the pore. 

The distribution of acid phosphatase and 
nonspecific esterase, then, closely approxi- 
mated that of the Schiff-positive, diastase- 
resistant material’ and could be associated 
with it.” 

G. Alkaline Phosphatase: A minimal 
amount of alkaline phosphatase activity was 
seen only in the secretory coil. The remain- 
ing sweat ~~ unit showed practically 
none. 


Summary 
The. lumen of. normal sweat ducts and 


pores is coated by a greater or less amount 
of Schiff-positive, diastase-resistant particu- 
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This material is formed in 
the secretory cells of the eccrine sweat 
glands; it is secreted into the lumen and is 
then spread over the luminal surface of the 
entire sweat duct wall and pore. 

Casts may frequently fill a sweat duct at 
any level. These casts may be composed of 
aggregates of granules or they may be made 
up of layers derived from material secreted 
by the secretory cells and from a hyaline 
material from the luminal cells of the duct. 

These granules are always Schiff-positive, 
whether they ate in the secretory cells, the 
lumen of the secretory coil, or deposited 
upon the luminal border of the sweat duct; 
they also stain basophilically and metachro- 
matically. The granules are rich in disulfide 
groups, contain Sudanophilic material, “and 
show some acid phosphatase and nonspecific 
esterase reactions. The granules do ‘not 


207 


late material. 








show concentrations of alkaline phosphatase, 


succinic 
groups. 

The present evidence strongly suggests 
that the Schiff-positive, diastase-resistant 
material found in the lumen of the sweat 
ducts is secreted by the glandular secretory 
cells in the coil. The material probably con- 
sists of a polysaccharide-protein-lipid com- 
plex. 

Hitchcock Clinic. 


dehydrogenase, or sulfhydryl 


ABSTRACT OF DISCUSSION 


Dr. Watter F. Lever, Boston: Drs. Lobitz 
and Formisano have presented a most informative 
investigation of the Schiff-positive nonglycogen 
material present in the lumens of eccrine sweat 
glands. 

It is evident that the composition of this ma- 
terial is quite complicated. Its significance is still 
unknown. Two years ago, before this Association, 
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A. M. A. ARCHIVES OF DERMATOLOGY 


Fig. 6.—Schiff-positive 
“cast” deep in the ec- 
crine sweat duct adjacent 
to the secretory coil. 
Note the alternating dark 
and light areas. Mc- 
Manus procedure; re- 
duced about 43% from 
mag. X 3450. 


Dr. Cormia suggested the possibility that this ma- 
terial, by interaction with keratin, may cause 
sweat retention. However, the evidence presented 
by Dr. Lobitz today indicates that the same 
amount of this material as seen in sweat-duct 
obstruction may be present in perfectly normal 
sweat ducts, and that therefore this material 
probably does not contribute to sweat duct ob- 
struction. 

I should like to ask Dr. Lobitz two questions. 
In the first place, I should like to ask him con- 
cerning the composition or the nature of the 
eosinophilic cuticle which lines the sweat ducts. 
Secondly, he spoke of dark and clear secretory 
cells in the glandular portion of the sweat glands. 
Do they actually represent two different types 
of cells or merely different states of activity? 

In conclusion, this study, as well as the previous 
studies by Dr. Lobitz and: his co-workers, proves 
that the term “eccrine,” that is, excretory sweat 
glands, is a misnomer, because both the glandular 
and the ductal cells have considerable metabolic 
activity and perform an intricate task of secre- 
tion. 
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SWEAT GLANDS—HISTOCHEMISTRY 


Dr. Water C. Lositz Jr. Hanover, N. H.: 
We like to call this a “hurdle study.” It is an 
interesting hurdle that we must take before we 
can move ahead with the clinical problems of 
sweat-gland disease. 

I certainly want to thank Dr. Lever for his 
kind remarks and also for his excellent questions. 
I don’t know the factual answer to either question. 
I might say, however, that our present studies 
are leading us to wonder if the cuticle of the 
luminal cell of the sweat duct might not be a 
fiber or fibrilla-like material, and (if you will 
let me use the term very broadly, because they are 
different) a “keratin-like’ material. It is a 
product of this luminal cell. In some cases we 
have actually seen the’ material desquamating into 
the lumen. 

These casts are deep in the duct. They are 
very common. Perhaps this is the way, or one of 
the ways, they are formed. 

Again, the factual answer to the question about 
the clear and dark cells is, “I don’t know.” 
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Multiple Primary Self-Healing Squamous-Cell 


“Epitheliomas” of the Skin 


Generalized Keratoacanthoma 


NORMAN N. EPSTEIN, M.D.; GERSON R. BISKIND, M.D., and ROBERT S. POLLACK, M.D., San Francisco 


In 1934, J. Ferguson Smith? described 
a new entity which he called multiple pri- 
mary self-healing squamous-cell epitheliomas 
of the skin. The first case which he re- 
ported was that of a young man, aged 23, 
a coal miner, on whom, since the age of 
16, multiple tumors of the face, ears, arms, 
thighs, and legs had developed. They began 
as red macules, then became papular, and en- 
larged to become raised tumors which 
ulcerated and ultimately healed, leaving pit- 
ted or smooth scars. As older lesions in- 
voluted new ones appeared so, that active 
growths were present constantly. Biopsies 
of several of the lesions showed on micro- 
scopic examination what he considered to be 
well-differentiated squamous-cell epithelio- 
mas. When the lesions began to heal there 
was progressive cornification and finally ab- 
sorption of the tumor and replacement by 
scar tissue. Smith? reported on his case 
again im 1948, at which time the patient died 
of unrelated suppurative meningitis, at the 
age of 37. It was not until 1952, however, 
that the postmortem findings were de- 
scribed. At the time of his death he had 
numerous scars of healed k:sions and many 
active tumors, some of which had ap- 
peared on the abdominal wall, on the 
scrotum, and at the anus. 

The rarity of this condition is indicated 
by the statement of Marshall and Findlay ‘* 
that in 1953 they could find, in the world 
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literature, only 12 reported cases. They ex-. 


cluded the cases of Witten and Zak® and 
Gryzbowski ®. because of the large number 
of lesions and the mucous membrane in- 
volvement. The articles of Currie and 
Smith,? Marshall and Findlay,*. Charteris,’ 
and Ereaux et al.® review the recent litera- 
ture. Adequate clinical and histologic de- 
scriptions are presented in these reports. 
Witten and Zak ® state that the first case of 
this condition reported in the United States 
was presented before the Dermatology Sec- 
tion of the New York Academy of Medicine 
in May,*1951, by Dr. Emmett Lupton.® Dr. 
Emmett Lupton’s patient was a white 
woman aged 22 who had several pitted scars 
on her nose and cheeks where lesions had 
healed. There were two active lesions which 
were reddish papules with central keratinous 
crusts. The histologic diagnosis was 


squamous-cell epithelioma, and the case was. 


considered to be that of multiple primary 
self-healing squamous epitheliomas of ' the 
skin. The patient stated that her father had 
many scars on his face with sites of lesions 
similar to her own. 

Dr. Samuel Ayres Jr. presented a sim- 
ilar case before the Los Angeles Derma- 
tological Association in 1948.1° This patient 
was observed in the period from July 13, 
1925, to July 7, 1950. During this time 20 
tumors developed about the face, neck, scalp, 
and hands. On five different occasions 
biopsy material from separate lesions was 
examined by Dr. Nelson Paul Anderson, 
who made the diagnosis of squamous-cell 
epithelioma. Eleven lesions involuted spon- 
taneously. This is undoubtedly the first 
American case. 
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SELF-HEALING SQUAMOUS-CELL EPITHELIOMAS 


In 1954 Ereaux and his associates * re- 
ported before the American Dermatological 
Association the case of a patient with wide- 
spread self-healing epithelial tumors of the 
skin, which they classified as keratoacan- 
thoma. It was their belief that localized 
and solitary keratoacanthoma and the gen- 
eralized lesions described by J. Ferguson 
Smith? under the title of multiple primary 
self-healing squamous epitheliomas of the 
skin were identical processes. The identity 
of localized keratoacanthoma (molluscum 
sebaceum) and of multiple self-healing 
squamous-cell epitheliomas of the skin is not 
accepted by all observers. However, the 
histologic findings and the clinical course 
of individual lesions are so similar that we 
believe that they represent manifestations of 
the same condition. We suggest, then, that 
keratoacanthoma be classified as (a) local- 
ized and (b) generalized. 

The clinical and histopathologic features 
of localized keratoacanthoma have been de- 
scribed so adequately in recent literature,®:!- 
15.17 that they need no recapitulation. The 
following are the characteristics of the gen- 
eralized form. 

1. It has its onset in adolescence or early 
adult life. 

2. It is progressive through the life of 
the patient, new lesions appearing at vary- 
ing intervals as long as the patient has been 
under observation. 

3. The lesions are multiple and of wide- 
spread distribution. The sites of predilection 
are the scalp, face, ears; hands, and upper 
and lower limbs. Uncommonly they appear 


on the trunk, scrotum, anus, and oral mucous 
membranes. 

4. The lesions enlarge rapidly, starting as 
macules, becoming papular, and then pro- 
gressing to tumor proportions. A keratinous 
crust occupies a central depression or cavity 
in the lesions. They involute spontaneously, 
leaving a pitted or smooth scar. The amount 
of scarring is variable. 

5. In many of the reported cases there is 
history of other members of the family with 
the same condition.*:7® 

6. The histologic findings suggest a well- 
differentiated squamous-cell epithelioma. 
Detailed examination with a study of serial 
sections indicates that the epithelial hyper- 
plasia is pseudoepitheliomatous in character. 

7. Recurrence after excision, destruction, 
or radiation of the lesion is uncommon. 

8. Metastases have not been reported. 

9. 'n certain patients the spontaneous 
healing capacity is diminished as the dura- 
tion of the condition increases ; at times it is 
lost entirely.” 

10. The prognosis as to life is good. 

The Table compares localized kerato- 
acanthoma with the generalized type. 

The following report is presented because 
of the great clinical interest in an epithelial 
tumor of the skin which has a histologic pat- 
tern suggesting cancer but acts benign clin- 
ically. Furthermore, this condition is so 
uncommon that there is need: for presenta- 
tion of more cases to discover variations in 
its clinical behavior. 


Features of Keratoacanthoma 








Localized 


Generalized 


Incidence Common Rare 

Age 6th-7th decade Begins in adolescence or early adult life 

Sex Equal Greater incidence in males 

Number of lesions Usually single, rarely more than 3 oo and at times very numerous (thou- 

Distribution of lesions Face, neck, ears, forearms Scalp, sick, ears, neck, hands, forearms, legs 
trunk, anus, external enitalia, mouth 

Spontaneous healing Yes Yes—may decrease with duration of condi- 

Scar formation Yes srerenin) Pg Crariable 

Precipitating factors such as sunburn, Prese Not anes : 


oil, Mig os tars, aging 





- ry Not present Common * 7 1¢ 

Duration of condition Limibed canal to 3 years Man AB mung te greene) lifetime of patient 
Pathological fin Distinctive and identical Distinctive and identica. 

Recurrence after removal Not reported Occurs but anecnnteee 

Mucous membrane involvement Not reported Occurs 
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Report of a Case 


A white woman, single, a bookkeeper, age 46, 
was seen first for a chronic external otitis. in 
August, 1944. In April, 1947, a small bean-sized, 
slightly raised, smooth, reddish lesion of 10 days’ 
duration developed on her right cheek. Histologic 
examination of the biopsy specimen showed atypi- 
cal hyperplasia of the epidermis suggesting epi- 
dermoid carcinoma. The lesion was treated with 
x-radiation, and it healed uneventfully within four 
weeks, leaving a small atrophic scar. 

In September, 1947, a recurrent lesion appeared 
at the edge of this scar. Biopsy and examination 
revealed acanthosis with excessive keratinization. 
The third lesion appeared in March, 1950, as a 
warty excrescence of two weeks’ duration at the 
site of the chronic eczema of the right external 
auditory canal. It was about 10 mm. in diameter, 
raised, reddish, and friable, and the surface was 
hyperkeratotic. A pathologic diagnosis of benign 
verrucous hyperkeratosis was made. This lesion 
disappeared after biopsy. 

During the period April, 1951, and March, 1956, 
lesions continued to develop which had similar 
characteristics, always beginning as flat, reddish 
papules which enlarged rapidly; within four to six 
weeks they formed raised, discrete tumors approxi- 





ee on lea 
of ealing 
etl Kee 1951 
1947 ee i951 
1954 . > 1955 
1956 ys ~ Spontaneous 
healing 





1954 1952 


1 | 


Fig. 1 and 2.—Diagrammatic illustrations of the sites 


the lesions. 
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mately 10-20 mm. in diameter with a slightly ver- 
rucous hyperkeratotic surface. One tumor on the 
back of the left hand was permitted to grow for 
two and one-half months; it enlarged progressively 
to 25 mm. in diameter and developed a central 
hyperkeratotic crust, and the borders became raised 
and rolled. It was then excised. Figures 1 and 2 
show a diagrammatic. sketch of the distribution of 
the lesions and their chronologic appearance. The 
external auditory canals, the concha and pinna of 
each ear, the dorsum of each hand, the right second 
finger, the upper lip, the left leg, the right leg, 
the forearms, the upper back, and the hard palate 
were affected. Figures 3, 4, and 5 are photographs 
to illustrate some of these lesions. The two lesions 
on the hard palate were reddish tumors about 
5 mm. in diameter; on microscopic examination of 
the skin lesions the diagnosis of epidermoid carci- 
noma was usually made. 

In March, 1956, four new lesions were present, 
one on the dorsum of the middle finger of the right 
hand, one on the right side of the chin, one on 
the right side of the back of the neck, and the 
fourth on the scalp. The latter three were small 
acneiform lesions, reddish in color, about 3 to 


4 mm. in diameter, slightly raised, and covered — 


with a hard scale. The lesion on the middle finger 
had developed rapidly and was a button-like tumor, 


1954 





1955 





y a 





and the chronologic appearance of 
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reddish in color, with rolled borders and a central 
keratin crust (Fig. 4). It had attained its maxi- 
mum size during a period of about five weeks. It 
had the typical appearance of a localized kerato- 
acanthoma (molluscum sebaceum). Three lesions 
on the vortex of the scalp and one on the left fore- 
arm healed spontaneously, leaving smooth, whitish 
scars. All the lesions which developed prior to 
March, 1956, except as previously indicated, were 
treated by surgical excision. 

After what was considered adequate therapy, 
recurrence at the original site took place in six 
instances. The first happened in the original lesion 
that was treated with x-radiation. There were 
others after surgical treatment of a lesion on the 
pinna of the right ear and on two occasions after 
Surgical removal of lesions on the dorsum of the 
tight hand; one developed at the border of the 


Epstein et al. 


Fig. 3—Active lesion 
on the chin of six weeks’ 
duration. At the lateral 
edge of the upper lip is 
a flat scarred zone from 
a previous treated lesion. 


graft placed in the concha of the right ear and 
also on the back of the left hand. Recurrences had 
a tendency to appear within two to three months 
after removal of lesions, although one in the right 
ear did not develop until 14 months later. No 
lesions appeared at the graft donor sites. 

The patient works in a hospital and was there- 
fore under constant observation, and her lesions 
were treated soon after appearance. Otherwise, it 
is possible that many more would have involuted 
spontaneosuly. No undue sensitivity on exposure 
to the sun was noted, and no other members of 
her family are known to have had similar lesions, 
except a younger sister had a small tumor on her 
nose, treated at Bethesda Hospital in February, 
1956, with x-ray. As she has never taken arsenic 
internally nor has been exposed to it or other 
chemicals by contact, to her knowledge, her past 
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Fig. 4—A typical ac- 
tive lesion on the finger 
of eight weeks’ duration. 


medical history and examinations reveal nothing 
pertinent to her present condition. 


Histopathologic Examination 


Since 1947 there have been 19 biopsies 
and excisions, and each was available for 
study. The significant ones were obtained 
from the skin of the hands and the ears. 
Some of the larger masses had a central 
raised cone-shaped zone approximately 10-20 
mm. in diameter at its base. The tops of the 
cone appeared ulcerated. The height of the 
cone was 3 to 5 mm. When bisected, the 
cone was filled with keratotic substance. 
The dermis at the base was thickened. 
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There were 11 separate specimens, which, 
when originally examined, were interpreted 
by several observers as low-grade, cornify- 
ing epidermoid carcinoma of the skin. The 
basic pattern showed the formation of a 
crater with moderate thickening of the 
covering epidermis as it extended up the 
outer sides of the central cavity. The epi- 
dermis overhung and curved into the crater 
and lined it, and there was hyperplasia and 
papillation. The crater was usually filled 
with keratotic substance which might fall 
out during sectioning. The hyperplasia in 
the crater varied greatly, and sometimes 
there appeared to be isolated nests of epi- 
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thelial cells spreading into the surrounding 


sear tissue. In one instance serial sections 
suggested that some of these isolated rests 
were continuous cords of epithelium. These 
epithelial cells occasionally showed some de- 
gree of dyskeratosis and generally a lack of 
sharply defined basal cell layer, but in most 
places the cells were sharply outlined and 
had distinct intercellular bridges. The nests 
of cells varied greatly in size and shape, 
from thin cords to large masses. Keratiniza- 
tion and pearl formation could be found in 
some of the large discrete masses of cells. 
In all instances, the surrounding tissues had 
an extensive inflammatory reaction, gen- 
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Fig. 5.—A lesion in the 
scalp of five weeks’ dura- 
tion, 


erally with a heavy infiltrate of lymphocytes, 
plasma cells and macrophages. 
Photomicrographs (Figs. 6-11) illustrate 
the basic histopathologic pattern and show 
the considerable degree of uniformity pres- 
ent in all the lesions. 
Histologic examination of the single lesion 
without knowledge of the clinical picture 
commonly poses a problem in differential 
diagnosis. The degree of pseudoepitheliom- 
atous hyperplasia and the modified papillary 
formation of the epithelium in the depths 
of the crater often resemble so-called early 
low-grade cornifying epidermoid carcinoma. 
At these points the changes in the epithelial 
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Fig. 6.—A cross section of an entire lesion shows 
the piling up of the epidermis at the borders of a 
keratin-filled crater. The epidermis in the crater 
is papillated and is undergoing irregular pseudo- 
epitheliomatous hyperplasia, particularly at one 
edge, where there are isolated nests of epithelium 
— invasion; reduced 1/9 from mag. 

10. 


Fig. 8-—At one edge of a typical lesion there 
is an advanced degree of pseudoepitheliomatous 
hyperplasia with apparent invasion of the dermis. 
The separate masses of epithelium are usually 
interconnected and are well differentiated; reduced 
1/9 from mag. X 45. 


S 


Fig. 7A cross section of an entire lesion shows 
a crater with overhanging edges and a papillated 
base. In this instance the involved epidermis has 
undergone minimal hyperplasia, and there is no 
—" of invasion; reduced 1/9 from mag. 


* 


Fig. 9—The advancing edge of the pseudo- 
epitheliomatous hyperplastic epithelium in Figure 8 
is composed of apparently separate nests of cells. 
The cells are well-differentiated and the 
layer is quite distinct. A heavy inflammatory in- 
filtrate is present in the dermis; reduced 1/9 from 
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Fig. 10.—The zone of apparently aggressive 
wth at one edge of the crater depicted in 
igure 6 is enlar; to reveal some cellular ir- 
regularity; reduced 1/9 from mag. X 100. 


cells are almost impossible to distinguish 
from true, early, invasive carcinoma. How- 
ever, it is rare to find the degree of pleo- 
morphism and mitotic activity characteristic 
of neoplasia. When tissue from several 
excisions is examined the uniformity in the 
basic pattern becomes apparent and the dis- 
tinction between pseudoepitheliomatous hy- 
perplasia and early neoplasia can be made. 
The descriptions of this lesion by Fouracres 
and Whittick?® Bowman and Pinkus,!’ 


. Somerville and Milne,?® and Arthur C. 


Allen?® and its differentiation from neo- 
plasia are duplicated and confirmed in the 
lesions of this case. However, there are still 
some zones of proliferating epithelium where 
after examination one is left with the im- 
pression that the distinction between pseu- 
doepitheliomatous hyperplasia and neoplasia 
may not always be clear-cut. 


Comment 


Prior to the presentation of recent reports 
and discussions on the subject of kerato- 
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Fig. 11.—The cords of isolated and apparently 
infiltrating epithelial cells are distinctly outlined 
and well differentiated. At this level the inflam- 
gtd infiltrate is scant; reduced 1/9 from mag. 





acanthoma, this lesion has been considered 
as a well-differentiated low-grade squamous- 
cell epithelioma. On individual specimens 
disagreement had been expressed and 
pseudoepitheliomatous hyperplasia, verruca, 
or benign hyperkeratosis offered as diag- 
noses This occurred in our case. Further 
scrutiny indicates that these lesions are not 
true carcinomas, but pseudoepitheliomatous 
hyperplasias. This opinion is strengthened 
by examination of serial sections of one 
specimen which showed that some of the 
epithelial strands growing deep into the 
corium are not separate islands of cells but 
apparently still connected with the main tu- 
mor and have not broken through the 
restraining basement membrane. Further- 
more, the central keratin-filled depression, 
invagination, or cul-de-sac is not a true 
ulceration, but is a pseudokeratinous cyst 
which eventually is absorbed or desqua- 
mated, leaving scar tissue. 

Confusion arises in forming an opinion as 
to the malignant nature of a given individual 
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lesion, as the histologic findings vary ac- 
cording to the age of the lesion. They might 
suggest carcinoma more strongly at the 
height of the growth of the tumor than 
when it is in a period of regression. Bow- 
man and Pinkus +7 also emphasize the fact 
that the basal layer is intact in kerato- 
acanthoma and is not intact in squamous-cell 
carcinoma. ‘ 

When one takes into account the clinical 
features of keratoacanthoma, confusion in 
diagnosis should not occur frequently. The 
eventual diagnosis must rest upon the clin- 
ical and histologic features of each indi- 
vidual lesion. 

The mechanism involved in patients in 
whom keratoacanthoma develops is obscure, 
and a variety of explanations has been put 
forward. A summary of these appears in 
Bowman and Pinkus’ report.17 They in- 
clude inflammatory changes in sebaceous 
cysts, sunlight exposure, genetic influences, 
virus infection, aging, contact with oils or 
tars, and occlusion of the pilosebaceous ap- 
paratus. In localized keratoacanthoma a di- 
rect, usually known exciting agent sets off 
the process, but in generalized kerato- 
acanthoma there is often no known exciting 
agent and tumors appear spontaneously at 
varying intervals through the life time of 
the patient. Hereditary or genetic influences 
are very striking in the generalized form 
and absent in the localized form of the dis- 
ease. In our case there is a suggestion that 
a younger sister may have the condition, 
and in the case presented. by Lupton ® the 
father is said to have had a similar process. 
In the inajority of the reported cases of 
generalized keratoacanthoma there is a gen- 
etic influence. This suggests that the disease 
in this form is constitutional in character. 

Not until a histologic diagnosis of kerato- 
acanthoma is made by total excisional biopsy 
can one decide on the method of treatment 
and management of a patient. The physician 
must first rule out the presence of true 
cancer before adopting conservative meas- 
ures. In general, those patients with the 
solitary form of keratoacanthoma require 
surgical excision of the tumor. In the gen- 
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eralized form of the disease the majority 
of lesions may be safely observed without 
administering any therapy, as they will in- 
volute spontaneously. Those which continue 
to enlarge to extreme proportions before 
showing signs of regressing, or become 
cosmetically unacceptable, are best excised. 
Each new lesion must be carefully studied 
because of the possibility of true cancer aris- 
ing as an entirely unrelated and independent 
tumor. 

The prognosis as to life in keratoacantho- 
ma is good, but at times the self-healing 
capacity of the patient may become feeble 
as the disease persists. Charteris’ points 
out that this capacity to heal the tumors 
may even be lost. In his case the patient 
died with a large ulcerated mass at the 
anus. 

Many observers** point out that the 
pilosebaceous structures of the skin are in- 
volved in generalized keratoacanthoma. The 
development of lesions on the mucous mem- 
branes indicates that this relationship is not 
obligatory. 

Summary and Conclusions 


Multiple primary self-healing squamous- 
cell epithelioma of the skin as described by 
J. Ferguson Smith is the generalized form 
of keratoacanthoma. Keratoacanthoma is 
classified as localized and generalized. The 
features of localized keratoacanthoma as 
compared with generalized keratoacanthoma 
are presented. The case report of a woman 
with generalized keratoacanthoma is given. 
The problems involved in the diagnosis and 


treatment of generalized keratoacanthoma . 


are discussed. 

Keratoacanthoma is a benign disease, al- 
though the prognosis may be guarded in the 
generalized form where lesions are num- 
erous and the self-healing potential of the 
patient is feeble or lost. Generalized kerato- 
acanthoma is considered to be a constitu- 
tional disturbance in which hereditary 
factors play an important part. The mech- 
anism involved in the production and spon- 
taneous regression of the lesions of gen- 
eralized keratoacanthoma is unknown. 

450 Sutter Bldg. (8). 
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ABSTRACT OF DISCUSSION 


Dr. Netson Paut ANpbERSON, Los Angeles: 
While I would agree with Dr. Epstein’s division of 
these spontaneously healing epithelial tumors into 
the localized and generalized types, it should be 
noted that some authorities on this subject deny 
any relationship between these two conditions 
(Currie and Ferguson Smith; Calnan and Haber). 
They maintain that the self-healing epithelioma of 
Ferguson Smith is not a multiple form of mollus- 
cum sebaceum. . 

The localized, or the solitary type, is variously 
called molluscum: sebaceum, keratoacanthoma, mol- 
luscum pseudocarcinomatosum, or diverticule épi- 
dermique a paroi végétante. This type was probably 


first recognized and described by Dupont (Dupont, - 


A.: Kystes sébacés végétants, kérato-acanthomes, 
verrucomes, Bull. Soc. frang. dermat. et syph. 59: 
340, 1952), a Belgian dermatologist, in 1930, al- 
though at that time he called it an atypical, or 
vegetating, sebaceous cyst. This priority, however, 
was disputed by Gougerot who, incidentally, called 
this lesion a verrucome, a term which was still 
used by Civatte as late as 1951. 

There is no doubt that such an entity exists and 
that by the right of discovery and by eminent 
domain it belongs to dermatology. Nevertheless, 
general surgeons, plastic surgeons, radiologists, 
oncologists, and pathologists have encroached upon 
our territory. 

One is impressed in personally observed cases of 
this solitary type as to the frequent history of 
preceding trauma, such as a cut, scratch, or the 
squeezing of a blackhead. There is .no doubt that 
very similar, if not identical, lesions occur in 


those exposed to tar. 


As emphasized by Dr. Epstein, this solitary type 
is usually seen.on the face, neck or ears, and 


occurs in middle-aged or older persons. While it 


is true that a single lesion is usually present, 
there may be two or three tumors, although not 
necessarily at the same time. Frequently, after 
a period of two or three years, no new lesions 
develop. 

As stressed by Dr. Epstein, there are certain 
pitfalls to be avoided. Great care must be exer- 
cised in the diagnosis of a solitary lesion. It 
cannot be made on clinical grounds alone, no 
matter how rapid the development of the lesions 
or. how typical its gross appearance. Any biopsy 
adequate for diagnosis should bisect the lesion. 

Beare, in reporting some 40 cases of solitary 
keratoacanthoma, mentions one which was so typi- 
cal that a photograph was taken for publication. 
However, biopsy showed this to be a highly ana- 
plastic carcinoma. The lesson should be obvious. 
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One should be exceedingly careful in making a 
diagnosis of keratoacanthoma when the lesion is 
situated on the vermilion border of the lips 
(Burman, S. O.; Buckwalter, J. A.,- and Carter, 
J. R.: Molluscum Pseudocarcinomatosum, Surg. 
Gynec. & Obst. 102:574 (May) 1956). The same 
is true of so-called typical lesions on the backs of 
the hands or fingers. We have had the recent 
distressing experience of a patient having a “typi- 
cal” keratoacanthoma on the back of the hand. 
Biopsy was done on this lesion twice and each 
time reported as such. Its true nature was realized 
after metastases had occurred. The microscopic 
studies were performed by a very competent and 
qualified pathologist. 

Both Belasario and Linn of Australia (in dis- 
cussion of Finley, A. G.: Kerato-Acanthoma, 
Australian J. Dermat. 2:144 (June) 1954), and 
Zoon of Holland (Zoon, J. J; Jansen, L. H., and 
van Baak, J.: Le molluscum sebaceum (Kérato- 
acanthome), Dermatologica 108:81, 1954) have had 
a somewhat similar experience. 

The frequency of this lesion varies. During a 
period of 38 months, the Royal Victoria Hospital 
in Belfast admitted one case of keratoacanthoma 
for every two cases of epidermoid carcinoma. In 
this country, Skirpan and Haserick (Skirpan, P., 
and Haserick, J. R.: Keratoacanthoma: Histo- 
pathologic Criteria for Diagnosis, Cleveland Clin. 
Quart. 21:153 (July) 1954), after reviewing 42,- 
000 surgical biopsies, found only 377 lesions di- 
agnosed as low-grade squamous-cell carcinomata. 
Of these 377 specimens, only 14 were compatible 
with the clinical and histologic diagnosis of kerato- 
acanthoma. 

In this solitary type, proper and prompt treat- 
ment of any one lesion ensures more rapid healing 
and probably a better cosmetic result than that 
provided by spontaneous healing. The criticism 
has been made that treating such a lesion as an 
epidermoid carcinoma makes for inaccurate or 
false statistics. Speaking for myself, I would 
much rather be an inaccurate but alive statistic 
than a correct dead one. 

Contrary to Dr. Epstein’s table, recurrence of 
this solitary type of lesion has been reported sev- 
eral times, both after surgical removal (Newman, 
B. A.: Personal communication), and after so- 
called spontaneous cure (Beare, J. M.: Recurrent 
Molluscum Sebaceum, Lancet 1:182 (Jan. .22) 
1955). 

In this state one must consider the medicolegal 
aspect. I have treated three patients, each with 
a solitary lesion on the upper lip. These cases 
were first seen by general practitioners, and a 
biopsy performed. Competent pathologists made 
the diagnosis of a squamous-cell carcinoma. When 
such a sequence of events occurs, then one must 
treat the lesion as a malignancy. In the eyes of 
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the law, the pathologist, and not the dermatologist, 
is the expert in making the histologic diagnosis of 
cancer. 

Finally, from a teaching standpoint, I would 
doubt the value of attempting to discuss this 
entity with undergraduate medical students, at least 
in this country. 

The second, or generalized, type of kerato- 
acanthoma, of which Dr. Epstein has given us a 
classical example, is undoubtedly an entity related 
to the solitary type, although as I mentioned 
previously, such an idea is not universally accepted. 

The first generalized case reported in this 
country was that of a patient of Samuel Ayres Jr. 
before the Los Angeles Dermatological Society on 
April 14, 1943 (Ayres, S., Jr.: Epitheliomas with 
Spontaneous Involution, Arch. Dermat. & Syph. 
49:83 (Jan.) 1944). Dr. Ayres’ patient was also 
presented three and a half years later before the 
same society on Nov. 12, 1946 (Ayres, S., Jr.: 
Squamous Cell Epithelioma (Self-Healing Type), 
Arch. Dermat. & Syph. 58:584 (Nov.) 1948). 
This patient, I understand, is still alive. This 
represents the longest period such a patient has 
been under the observation of a single competert 
dermatologist. Dr. Ayres’ period of observation is 
31 years. 

There are at least two or three additional gen- 
eralized cases which Dr. Epstein has omitted’ from 
his paper. The first is the only case so far re- 
ported in which the lesions of keratoacanthomi 
were unilateral (Marshall, J., and Pepler, W. J.: 
Mollusca Pseudocarcinomatosa: Discussion of a 
Case of the Ferguson Smith Type of Unilateral 
Distribution, Brit. J. Cancer 8:251 (June) 1954). 
The lesions in this case began at the age of 26 
and were present on the left face, ear, neck, chest, 
shoulder, and upper arm. 

A second case, not included by Dr. Epstein, is one 
presented by Dowling, Calnan, and Tipping (Tr. 
St. John’s Hosp. Dermat. Soc. No. 33, pp. 60-61 
(Oct.) 1954). Their patient presented lesions on 
the hands, arms, legs, and face. The photographs 
reveal a lesion on the tip of the palmar aspect of 
the right middle finger and the ulnar aspect of the 
right index finger While the photomicrograph is 
not typical, in my opinion, nevertheless the opinion 
of these qualified dermatologists must be respected. 

A third case of the generalized type not men- 
tioned by Dr. Epstein is that of Pegum (Pegum, 
S.: Familial Primary Self-Healing Squamous 
Epitheliomata of the Skin (Ferguson Smith), 
Proc. Roy. Soc. Med. 47:403 (June) 1954). This 
patient, 32 ‘years old at the time of presentation, 
began developing lesions at the age of 14 years. 
He, like a number of others in this group, includ- 
ing Dr. Epstein’s case, gave a distinct familial 
history. This may or may not indicate a genetic 
influence. As the presentor has emphasized, this 
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generalized type usually begins relatively early in 
life. 

The case with the unilateral distribution of 
lesions also suggests a nevoid origin of this dis- 
order. However, there is the observation of Brown 
and Fryer of the occurrence of 15 kerato- 
acanthomas developing at the site of the doror 
graft in a patient with multiple keratoacanthomas 
of the arms. 

This observation, along with others, suggests 
a viral origin of this disorder. Many members of 
this associatiori have contributed to our knowledge 
of this entity. These include Ayres, Beerman, 
Binkley, Herbert Johnson, Ereaux, Haserick, 
Pinkus, B. Shaffer, Weidman, and, now, Dr. 
Epstein. It might be feasible for these men and 


* other dermatologists interested in this group of 


cases to select some good virology laboratory, join 
in working for a good-sized financial grant for 
this specific project, and send properly preserved 
tissues from such cases for virus studies. Inci- 
dentally, I wonder if Dr. Ereaux can give us any 
progress report on the initial promising virus 
studies in his case. 

Even in this multiple or generalized group, an 
erroneous diagnosis may be made with any one 
lesion. Charteris’ first case of self-healing epitheli- 
oma of the skin had a lesion in the perineum. Two 
and a half years later he died from “rapid and 
extensive recurrence of the anal lesion.” 

To those who would allow all of these lesions 
to heal spontaneously, I might note that in the 
case of Marshall and Findlay, unsightly perfora- 
tions of both ear lobes occurred. In Ferguson 
Smith’s original case, the nose was destroyed to 
such an extent that a prosthesis was required. 
Pegum’s patient became a convert to therapy after 
having some lesions excised because the scarring 
‘was so much less in the treated lesions. 

Since dermatologists and others are going to 
either treat these lesions actively or expectantly, 
it might be of interest to note. that Asboe-Hansen 
injected hydrocortisone locally into the base of 
experimental skin papillomas in mice. This caused 
a total regression of such lesions (Asboe-Hansen, 
G., and Zachariae, L.: Mast-Cell Changes Induced 
by Hydrocortisone Acetate in Experimental Skin 
Papillomas in Mice, Acta path. et microbiol. 
scandinav. 37:145, 1955). Surgical planing has 
even been suggested. The one difficulty is that 
the surgical planers apparently do not like to 
work on the trunk. Such a procedure would be 
of most use in patients with hundreds or even 
thousands of such lesions. 

It is very difficult for me, however, to accept 
these cases with several hundred lesions as be- 
longing to this group. Grzybowski’s patient pre- 
sented a generalized involvement with hundreds of 
epithelial tumors. Striking improvement occurred 
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after the local use of Vleminckx’s sulfur lotion 
twice daily for four months. A great number of 
papules and even of the large tumors disappeared. 
However, many of them persisted, and even new 
lesions developed. The case of Witten and Zak 
was a patient of Dr. Sulzberger and likewise pre- 
sented several hundred or more epithelial tumors. 
If one must place them in this group of spon- 
taneous healing epithelial tumors, as has been done 
by Dr. Epstein and others, then I am in accord 
with Marshall and Pepler that a third classifica- 
tion should be made for these: unique cases. I am 
not at all convinced that they belong in this cate- 
gory. 

Dr. Epstein’s case is unusual in that two lesions 
were present on the hard palate. I should like to 
know if these lesions were treated and if micro- 
scopic studies were done. 

I would like to ask Dr. Epstein why he omitted 


‘the tumor-like keratoses of the hands first described 


by Poth, later by Fliegelman and Loveman, and 
more recently by New and Horton from his dis- 
cussion. Does he believe that such cases should be 
excluded from this group? If so, why? If not, 
where would he place them? In the localized or 
generalized types? I should also like to ask the 
presentor if he would object to the placing of 
quotation marks about the term epithelioma in his 
title. These lesions are certainly not true 
carcinoma, 

Finally, I should like to congratulate Dr. Epstein 
on an excellent paper, well presented, and to thank 
him, above all, for not introducing any new terms 
for this disorder. 

Dr. HERMAN BEERMAN, Philadelphia: I should 
like to confess to a weakness; I have been unable 
to diagnose keratoacanthoma alone. I think, as I 
have said before, and as Drs. Cahn, Shaffer, Levy, 
and I reported in our paper. on keratoacanthoma, 
that one must not bend over backward to try to 
make keratoacanthoma the diagnosis, lest we miss 
cancer. Already there are reports in the literature 
of recurrences of these lesions, as well as their 
eventual outcome as cancer itself. 

T should like to emphasize the fact that we must 
not be too ready to diagnose keratoacanthoma of 
the localized type, at least, without serious con- 
sideration of the cancer possibility. However, I 
do recognize that there are some histological 
features which should give us a clue. If one looks 
at Dr. Epstein’s histological sections, one gets the 
impression, or at least I do, that these lesions 
grossly resemble certain types of seborrheic kera- 
toses in the superficiality of the lesion, the marked 
keratinization, etc. But it is impossible, at least for 
me, to make a definitive histopathologic diagnosis 
of keratoacanthoma. 

Dr. Georce C. ANpREws, New York: I should 
like to report a case of a keratoacanthoma on the 
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nose of a young woman. It was proven histo- 
logically. After waiting for a period of a couple 
of months, the lesion had grown to a centimeter 
in size and left a depression and scar which was 
unsightly. 

On first clinical observation, I thought the lesion 
was an epithelioma. It was a cornifying lesion, 
with considerable inflammatory border about it. 
Ultimately, the disfigurement was so great that 
I excised it and got a good result. 

I would agree with Dr. Wilson and Dr. Arnold 
that the best treatment for these lesions is to get 
rid of them by excision or some other form of 
therapy. 

Dr. Harry L. Arnotp Jr., Honolulu, Hawaii: 
Some 45 years ago, at a session similar to this 
one, Dr. William Pusey rather startlingly re- 
minded the discussants, after a long discussion, 
that they were really talking about cancer. 

While I would agree that this lesion is probably 
not cancer, in the strict sense of the word, it has 
several features that make it difficult, at least, if 
not uncertain, to distinguish it from cancer. Hav- 
ing seen one lesion which grew to a diameter of 
4.5 cm. in a period of three months and was then 
excised surgically, I should like to caution anyone 
against watching these lesions in the hope that they 
will spontaneously disappear. I would emphasize 
Dr. Wilson’s statement that curettement of these, 
and light fulguration, which can be determined 
histologically to have been adequate treatment to 
cure the lesion, are probably the best thing for 
us to do for them. 

Dr. Herman V. ALiincTon, Oakland, Calif. : 
It appears that this condition is not rare. Sections 
from four cases are to be presented in the histo- 
pathological seminar at the Pacific Dermatological 
Association meeting to be held next week in 
Honolulu. 

I have recently seen an elderly man who had 
injured his ankle and developed an eczematous 
eruption in that location, probably on the basis 
of a combination of circulatory stasis and infection. 
During the treatment for this more than a dozen 
lesions of keratoacanthosis developed in this area. 
Two also appeared on the ulnar side of his left 
forearm, where the skin was otherwise normal. 
This may support Dr. Epstein’s idea that the 
localized form of this disease and the Ferguson 
Smith form are simply variants of the same con- 
dition. 

These all healed spontaneously, leaving only 
slightly atrophic and inconscipuous scars. 

Dr. J. WALTER Witson, Los Angeles: During 
the past year, I was privileged to observe and 
present, before the Los Angeles Dermatological 
Society, a man who had nine keratoacanthomata 
of several months’ duration, some of which were 
larger than a centimeter in diameter. I expressed 


221 








my concern over the probability that these might 
be carcinomatous in nature, but the man assured 
me that they would all go away, and he pointed 
to three sites where lesions had already disappeared 
spontaneously. However, he allowed me to remove 
two of them, mostly because of my own curiosity. 
I did so by curetting them and cauterizing the 
base rather lightly by desiccation. 

Since that time, I have seen several of the other 
lesions disappear spontaneously, and I have learned 
by observing this process that when they disappear 
spontaneously, they do leave a scar, which is at 
least as objectionable as that which remains after 
my method of removal. 

Furthermore, emphasizing what Dr. Epstein and 
Dr. Beerman have said, that one should not make 
this diagnosis of keratoacanthomata on a small 
portion of tissue, I believe that it is advisable to 
remove all such lesions as these in a minimal 
manner and subject them to examination. I do not 
believe that we should leave them alone to spon- 
taneously involute because of the very good possi- 
bility that some of them may prove to be 
carcinoma. 

Dr. S. Witt1Am Becker, Long Beach, Calif.: 
I should like to call attention to a case report 
not mentioned by the author or the discussants. 
On Nov. 19, 1941, Dr. Stenhouse and I presented 
under the designation “A Case for Diagnosis 
(Pseudoepitheliomatous Hyperplasia? Benign 
Squamous Cell Tumor? Multiple Squamous Cell 
Epithelioma?)”, Arch. Dermat. & Syph. 45:999 
(May) 1942, the case of a man, aged 36, with 
typical history and clinical findings of the tumors 
first described by Ferguson Smith in 1934. This 
may have been the first report of the disorder in 
this country, but it was not properly designated for 
indexing. We called attention to the features 
which are now better known, with pronounced 
granulomatous changes, and perforation of the 
concha of the ear, and were unable to reach a 
definite conclusion regarding its nature. 

Dr. Epstein did not mention the theory of Allen 
that these tumors result from benign proliferation 
of the lining of cutaneous cysts. I have never 
found evidence for this origin, and I wonder 
whether Dr. Epstein has. 

Dr. G. W. Brnxtey, Cleveland: I enjoyed this 
paper a great deal because it has brought me to 
some opinions that I did not have in 1954. 

At that time, I felt that the Ferguson Smith 
syndrome and the single keratoacanthoma, due 
either to degeneration or to exposure to oil, were 
different, but I believe that I can reconcile these 
two. 

There are three conditions to be thought of: 
the tumor-like keratoses of Poth which have also 
been reported by Fliegelman and Loveman, and, 


222 


A. M. A. ARCHIVES OF DERMATOLOGY 


more recently, by New; the Ferguson Smith syn- 
drome, and the single keratoacanthoma. 

These three conditions are somewhat similar. 
They are all benign; the skin reacts in a similar 
way with much keratin and a pseudoepitheliomatous 
hyperplasia which is bénign: In the tumor-like 
keratoses of Poth, the patients have a low-grade 
diathesis, that is, a low tendency to form these 
tumors. If you analyze the three case reports, 
they were in persons who had a tremendous ex- 
posure to sunlight and/or tar, and reaction was 
somewhat self-limited. The lesions tended to dis- 
appear, and the process did not recur. 

In the Ferguson Smith syndrome, I think we 
are ‘dealing with the same pathologic change of 
keratoacanthoma, for there is much _ similarity, 
The things that are alike are the histopathology; 
in both, the lesions appear in a short period of 
time; the spontaneous involution is present in 
both instances, and there is the possible recurrence 
of the process after treatment or spontaneous in- 
volution in both. 

The major difference is that in the Ferguson 
Smith syndrome the lesions are always found on 
the covered parts in addition to exposed skin. 

I think the Ferguson Smith syndrome is compar- 
able to multiple benign basal-cell epitheliomata. 
We haye all had patients who begin to have 
multiple basal-cell epithelioma early in life. There 
is usually a family history of basal-cell epithelioma, 
and they are in trouble for many years. The 
other group of older people with single basal-cell 
epithelioma occurring on the exposed skin. cor- 
respond to our older patients with. single kerato- 
acanthoma. 

I think, therefore, that there is the same proc- 
ess with a greater diathesis in the Ferguson Smith 
syndrome, and if I ever have an opportunity to 
report a case of the Ferguson Smith syndrome I 
would probably choose the term, “multiple nevoid 
keratoacanthoma,” in place of the long term that 
Ferguson Smith employed. The designation 
“multiple nevoid keratoacanthoma” would avoid 
the misleading portion of his title, ney, a 
squamous-cell epithelioma. - 

Dr. Norman N. Epstern, San Francisco: In 
the paper I stressed the fact that the case presented 
here conformed to the type of keratoacanthoma de- 
scribed by J. Ferguson Smith under the title of 
multiple primary self-healing squamous-cell epithe- 
lioma of the skin. These patients have generalized 
lesions and differ considerably from patients with 
the localized variety of keratoacanthoma. In the 
latter variety some exciting agent initiates the 
process, and it is self-limited. The patient described 
by Poth under the title of tumor-like keratoses 
was in reality an example of localized kerato- 
acanthoma brought on by sunburn. If the distinc- 
tions between the generalized and localized forms 
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of keratoacanthomas are kept in mind much con- 
fusion will be avoided. 

The pathologic diagnosis of keratoacanthoma 
should be made with considerable caution. It is 
emphasized that the gross architecture of the lesion 
is as important in diagnosis as the cellular make-up 
of the tumor. Only after careful appraisal of the 
clinical and histologic findings should a diagnosis 
of keratoacanthoma be made. Examination of a 
segment of the growth may be misleading. 

Much interest in the viral etiology of kerato- 
acanthoma has been shown. The rapidity of 
growth, the warty character, the multiplicity of 
lesions, spontaneous regression, etc. suggest a pos- 
sible relationship of these lesions to a virus infec- 
tion. Recently, Stanley, of Berkeley, Calif., has 
intimated that cancer is due to a virus infection. 
Keratoacanthoma acts like a tumor which is going 
to be cancerous but then suddenly changes and 
becomes benign. In view of this analogy we have 
instituted a study for the presence of a virus in 
the tissue and hope to report upon this in the 
future. 

While we have given credit to Dr. Samuel 
Ayers Jr. for having presented the first American 
case of generalized keratoacanthoma, it is quite 
probable that examples of this disease have been 
observed and presented before dermatological 
societies prior to his presentation. 
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Dermatomyositis and the Incidence of Associated 


Malignancy 


CHARLES SHEARD Jr., M.D., Stamford, Conn., and PETER T. KNOEPFLER, M.D., Brooklyn 


Dermatomyositis is an unusual disease, 
classified among the collagen diseases, which 
combine inflammatory and degenerative 
changes in the skin and muscle. It may be 
fatal. 

The onset is usually fairly acute, with an 
erythema described as “‘heliotrope” in color, 
and edema whici is often brawny, of the 
face—particularly of the eyelids—and mus- 
cular weakness, prostrating usually though 
by no means always. The edema and ery- 
thema may involve the extensor aspects of 
the extremities, and later progresses to .a 
mottled scaling with firmness in the texture 
of the skin and atrophy. There is an ery- 
thema of the hands occasionally, especially 
in children, which may be difficult to differ- 
entiate from that seen in lupus erythemato- 
sus of the disseminate type. 

Weakness of the muscles may be so great 
that the patient may have difficulty in swal- 
lowing or talking, and there may even be 
regurgitation of fluids through the nose, with 
nasal speech. Muscular soreness may be 
present, though not always, and tenderness 
occurs sometimes even if the patient doesn’t 
complain of aching. 

The usual laboratory findings are mod- 
erate leukocytosis, though with a relative 
lymphopenia ; alteration in the electrocardio- 
gram due to muscle changes in the heart, and 
occasionally albuminuria. Less common clin- 
ical features include a history of sun expo- 
sure prior to onset, serous effusions in 
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pleural, joint, or peritoneal cavities, arthritic 
changes of minor degree, symptoms of Ray- 
naud’s syndrome, and calcifications deep in 
the muscles. Fibrosis and atrophy of muscle 
almost always occur, and the thickening of 
the skin that comes months after the onset 
is not the hidebound type of skin seen in 
scleroderma, but rather a brawny thickening 
suggestive of edema. 

The course runs an average of three 
months to three years, though it may be 
longer or shorter. The greatest danger of 
death is within the first year. As far as we 
can tell from a study of the cases in the 
world ‘literature, approximately 60% of pa- 
tients die from the disease, and in those that 
recover the disease often runs a slow smol- 
dering course for five years or more. These 
chronic cases are sometimes called “poikilo- 
dermatomyositis,” although some doubt has 
recently been cast on this as an entity, and 
it is probably merely a chronic type of der- 
matomyositis. 

Diagnosis is difficult. The disease must be 
differentiated from epidemic polymyositis 
such as the Coxsackie virus produces, bru- 
cellosis, trichinosis, disemminated lupus 
erythematosus, the muscular dystrophies 
such as amyotonia congenita, myelopathic 
muscular atrophy, progressive muscular 
dystrophy, periarteritis nodosa, Raynaud's 
syndrome, ergotism, and scleroderma. Espe- 
cially if there is associated muscular weak- 
ness, there may be some difficulty in 
differentiating scleroderma from dermato- 
myositis. Patients who have scleroderma 
with some myasthenia may be inaccurately 
diagnosed as having dermatomyositis. In 
scleroderma the muscle weakness may occur 
on the basis of lung sclerosis, and be sec- 
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ondary to deficient oxygen supply; the taut 


skin leads to disuse atrophy, and inflamma- 


tory cells can be seen in the muscles. It is 
essential that a dermatologist shotild always 
be consulted, as it requires some experience 
to differentiate dermatomyositis from the 
other diseases with skin manifestations. The 
pathologist cannot make the diagnosis alone, 
and perhaps ideally in difficult cases a con- 
clave of dermatologist, pathologist and neu- 
rologist should be the final court of appeal. 
Skin lesions of other disorders are difficult 
to differentiate, and in some patients this 
is almost impossible without taking into con- 


- sideration the history and mode of onset. 


The typical case of dermatomyositis, how- 
ever, runs a fairly acute course with, as 
mentioned before, edema and erythema of 
the eyelids and extensors, some atrophy and 
brawny thickening of the skin, and muscular 
weakness. One of the methods of differen- 
tiating dermatomyositis from scleroderma is 
that the patient with scleroderma cannot usu- 
ally make a fist; whereas, the patient with 
dermatomyositis, even with muscular weak- 
ness, can. The face in scleroderma lacks 
expression ; the onset is more gradual than 
in dermatomyositis, and the duration more 
protracted. 

In selecting the cases for our series (we 
tried to accumulate as many cases with this 
possible diagnosis as we could) we excluded 
those that did not appear to be reasonably 
typical of dermatomyositis or that were most 
likely one of the other diseases. We ex- 
cluded many cases of muscular dystrophies, 
several cases of brucellosis and trichinosis, 
and of course there were many cases of 
scleroderma excluded also. 

Out of a total of 41 patients suspected 
of having dermatomyositis or similar dis- 
eases from 1935 to 1954 at the New York 
Hospital, 27 were finally diagnosed as hav- 
ing other diseases, of which 7 were definitely 
scleroderma. 

From Table 2 it can be seen that of the 
14 patients with dermatomyositis, 2 were 
children, both under control—one with calci- 
nosis universalis—and 2 were chronic cases 
with partial recovery (poikilodermatomyo- 
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TABLE 1.—Final Diagnosis and Outcome in — 
Patients Suspected of Having Dermatomyositis 








Total — 


Other +. ea oe 


(including 7 sclerodermas) Lost to follow-up—2 chronic 
pier and found to have tumors 
Died and no autopsy—2 


A it recoverx (chr.)—2 
Children—2 





sitis). Of the remaining cases, six were 
found to have malignancy. All cases were 
definitely diagnosed as dermatomyositis by 
the clinical course, biopsies of skin and mus- 
cle, and additional laboratory work. 

The case of one of the women with der- 
matomyositis and the incidental finding of 
carcinoma of the ovary is of interest. This 
patient was studied exhaustively with full 
body x-rays, G. I. series, ophthalmologic ex- 
amination, and as many other tests and 
methods of examination as we could devise. 
There was a strong family history of carci- 
noma here. Gynecologic examination under 
anesthesia was done on two occasions, and 
a baseball-sized tumor felt in the right 
fornix. Laparatomy was performed after 
some persuasion, and an inoperable carci- 
noma of the right ovary discovered. Metas- 
tases had occurred to the liver, and, though 
the patient improved for’a time, ‘She soon 
relapsed, and died some six months later. 

Of the other five’ patients studied at New 
York Hospital, the cause of death in each 


TABLE 2.—Associated Conditions in Fourteen 
Patients with Dermatomyositis 








ar 
re) 

Age Sex — , Assoc. Condition Disposition 

r. 

... F 1Yr.* CA breast Died (PM) 

56 M 4Yr. CArectum Died (PM) 

54 M 41Yr. CAcolon Died (PM) 

56 M 41Yr. CA stomach Died (PM) 

33 F 1Yr. Hemangioma liver Died (PM) 

55—«O&#F 1Yr. A breast Died (PM) 

“4 &F 1% Yr. CA ovary Died 

26 F 6 Yr. Syphilis Died 

56M 6Yr. None Living but chronic 

isabilit 
39 F 16 Yr. None im arrested, dis- 
abled 
6% 8F 1 Yr.+? Semistarvation Lost to follow-up 
33 M15 Yr. None _ to follow-up fi- 
y 
5 M 3Yr. None Child under control 

“6 $M 41Yr. None Child under control , 





*Duration of 1 means 1 year or less. 
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Forty-four-year-old patient with dermatomyosi- 
tis, and with carcinoma of ovary felt only under 
anesthesia, removed at laparotomy. 


case appeared to be dermatomyositis, or 
some direct complication thereof, and the 
carcinoma was an incidental finding. In ret- 
rospect, it would seem that the onset of the 
dermatomyositis and the onset of the cancer 
were approximately at the same time. In 
several instances, it seemed as if a sudden 
severe worsening of the patient’s condition 
appeared about the time metastases would 
have begun their appearance. 

Schuermann in Germany has recently re- 
viewed the literature and has concluded that 
apart from short case reports, 573 patients 
with dermatomyositis have been reported. 
The first patient was reported in 1891 by 
Unverricht. 

By culling the literature, we were able 
to locate approximately 70 cases of derma- 
tomyositis associated with malignancy. It 
would appear that in every country in the 
world people are L “‘nning to realize that 
the typical case of dermatomyositis is more 
and more suspected of being associated with 
undiscovered malignancy. For example, G. 
B. Dowling in England, Dostrovsky and 
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Sagher in Israel, and Curtis in this country 
have already published reports. 

In order to have comparative data, we 
took 50 cases of coronary thrombosis be- 
tween the ages of 50 and 60 years, who went 
to the New York Hospital, died and were 
subjected to autopsy. We used consecutive 
patients, and took the incidence of hidden 
malignancy here (there was one such case) 
and added this to the incidence of malig- 
nancy in white persons who die between the 
ages of 50 and 60 years (this is 26%), to 
make a total incidence of 28%. It is, there- 
fore, safe to assume that the incidence of 
malignancy associated with dermatomyositis . 
is a good deal higher than could occur by 
chance or circumstance at the New York 
Hospital, and that these data, therefore, 
seem significant. 

It is also worth while mentioning that 
Schuermann in his study of some 600 pa- 
tients with scleroderma, over 20 years, failed 
to find a single incidence of associated malig- 
nancy. Therefore, the importance of recog- 
nizing dermatomyositis early in its course, 
and differentiating it from neurological con- 
ditions, myopathies, trichinosis, brucellosis, 
periarteritis nodosa, lupus erythematosus, 
and of course scleroderma, is extremely im- 
portant. When the diagnosis of dermato- 
myositis has been made, particularly if it is 
an adult in the cancer age group, and more 
especially if there is a strong family history 
of cancer, intensive measures must be taken 
to search out and find the cancer while it is 
still operable. Examination under anesthesia, 
or even laparotomy is not too radical a pro- 
cedure to use in such patients. Some of 
these patients are shipped off to chronic 
disease hospitals and eventually lost, Greater 
efforts should be made to obtain autopsies 
in all cases of dermatomyositis, and thereby 
increase our knowledge of the true relation- 
ship between the two diseases. 

The cases of slow smoldering nature ap- 
pear to recover, and they may not be the 
same disease, and hence not too closely re- 
lated to the “typical case” which more and 
more seems to be connected with hidden 
malignancy. 
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Perhaps the work on the structure of 
the nucleic acids, being done currently in 
the cancer research centers, may shed some 
light on the muscle changes occurring in 
dermatomyositis. It cannot be said there is 
a cause and effect relationship, for it would 
appear that they arise coincidentally, and 
there might even be a common cause. If 
this is the case, it is misleading to use the 
term “collagen disease” for dermatomyositis, 
which is, after all, primarily a disease of the 
ectoderm and mesoderm. 

The basic conclusion to be drawn from 
this study is that there is a relationship as 
yet ill-defined between an unusual disease, 
dermatomyositis, and carcinoma, predomi- 
nantly found in the gastrointestinal tract or 
the genital tract. This may be a gateway 
to further knowledge. 

76 Glenbrook Rd. 
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Physiologic Studies in Atopic Dermatitis 
(Disseminated Neurodermatitis) 


II. The Effect of Denervation on the “Delayed Blanch Phenomenon” 


WALTER C. LOBITZ Jr., M.D.; MORRIS L. HELLER, M.D., and RICHARD L. DOBLON, M.D., Hanover, N. H. 


Introduction 


In a previous communication? the re- 
sponses of the blood vessels and eccrine 
sweat glands of the skin of patients with 
atopic dermatitis to the intradermal injec- 
tion of epinephrine and acetylcholine was 
described. It was found that an intradermal 
injection of epinephrine (1:10,000 and 
1:100,000) produced a normal response in 
patients with atopic dermatitis. However, 
when acetylcholine (1,10,000 and 1 :100,000) 
was injected intradermally into the skin of 
patients with atopic dermatitis, a “delayed 
blanch phenomenon” of vasoconstriction oc- 
curred rather than the normal response of 
vasodilatation. 

It was postulated that the “delayed 
blanch phenomenon” was the result of the 
direct action of a vasoconstrictor substance 
on the blood vessels of the skin. It was 
further suggested that this hypothetical 
vasoconstrictor substance is either (1) 
acetylcholine itself producing a constrictor 
rather than the usual vasodilator response 
or (2) some other vasoconstricting sub- 
stance which is released after acetylcholine 
is injected. 

This report concerns the effect of various 
types of denervation of the skin on the 
“delayed blanch phenomenon” in adult pa- 
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tients with atopic dermatitis. Denervation 
of the skin was accomplished by (1) local 
intradermal infiltration of the skin with a 
solution of 1% procaine hydrochloride in 
buffered isotonic saline solution; (2) a 
“field block” of the skin with 1% procaine 
hydrochloride solution; (3) the injection 
of a 1% procaine hydrochloride solution 
intravenously; (4) a brachial plexus nerve 
block, and (5) a unilateral lumbar sympa- 
thectomy. All subjects were young adults 
with atopic dermatitis. All the areas tested 
with acetylcholine produced the “delayed 
blanch phenomenon” before the denervation 
procedure. 


Methods 


1. One cubic centimeter of a solution containing 
1% procaine hydrochloride in buffered isotonic 
saline was injected intradermally with a 26 gauge 
needle, producing an aréa of anesthesia about 1 
to 2 cm. in diameter. This was done in 12 pa- 
tients. 2. A triangular area of skin about 30 cm. 
in circumference was anesthetized in one patient 
by the subcutaneous injection of a 2% solution 
of procaine hydrochloride. 3. Sufficient amounts 
of a 1% solution of procaine hydrochloride were 
injected intravenously to eliminate all axon-re- 
flex responses on all areas of the skin in three 
patients. 4. A brachial plexus nerve block was 
performed in one patient using an aqueous solu- 
tion of 2% lidocaine (Xylocaine). Total sensory * 
and motor paralysis of the extremity was pro- 
duced. 5. A right lumbar sympathectomy was 
perfornied in 1953 on one atopic patient with 
concomitant atopic dermatitis and _ obliterative 
arteriolar disease. 


Results 


None of the methods of denervation al- 
tered in any manner the “delayed blanch 
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phenomenon” produced by the intradermal 
injection of acetylcholine. The effect of the 
lumbar sympathectomy will be described 
in more detail. 

Eight days after sympathectomy there 
was no alteration in the duration or the in- 
tensity of the “delayed blanch phenomenon’”’ 
of the sympathectomized extremity when 
compared either with the preoperative study 
or with the nonsympathectomized extremity. 
There was, however, an axon-reflex flare of 
vasodilation surrounding the delayed blanch 
reaction on the sympathectomized side which 
could not be elicited in the nonsympathec- 
tomized extremity. 

One month after surgery when the acetyl- 
choline was injected intradermally into both 
thighs there as marked axon-reflex pilo- 
motion on the sympathectomized thigh, but 
this was minimal on the nonsympathec- 
tomized thigh. Both direct and axon-reflex 
sweating were present on the left but absent 
on the right. The “delayed blanch phe- 
nomenon” was present on both thighs and 
equal in intensity and duration. Two months 
postoperatively the responses to intradermal 
acetylcholine were the same as those ob- 
tained a month before. 

Approximately three years after surgery 
the sympathectomy was still effective, and 
the “delayed blanch phenomenon” was of 
equal intensity and duration in both lower 
extremities. 


Comment 


The most striking result of this series of 
studies was the complete failure to influence 
the “delayed blanch phenomenon” by any 
method which we have utilized for denervat- 
ing the skin. Thus it is apparent that some 
local tissue factor in the skin of persons 
with atopic dermatitis is responsible for this 
“delayed blanch phenomenon.” 

As has been previously postulated the 
mechanism of this reaction may be ex- 
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plained by one of two hypotheses: (1) 
Acetylcholine itself may. produce a 
paradoxical vasoconstrictor response or 
(2) acetylcholine may stimulate the re- 
lease of some vasoconstrictor substance 
present in the skin of persons with atopic 
dermatitis. Credence is added to the first 
suggestion by the work of Burn,? who 
found that when acetylcholine is leached 
from an isolated rabbit-ear preparation by 
prolonged continuous perfusion so_ that 
the tissue then contains less than physiologi- 
cal amounts of acetylcholine, the addition 
of acetylcholine produces vasoconstriction 
rather than the expected vasodilatation. 

Recently Illig* has shown that the ma- 
jority of patients with atopic dermatitis 
respond to the percutaneous application of 
nicotinic ‘acid esters with vasoconstriction 
rather than the normal vasodilatation. Thus, 
the paradoxical delayed vasoconstrictor re- 
sponse to vasodilating agents in patients 
with atopic dermatitis is not limited to 
acetylcholine. 


Summary 


Total cutaneous denervation does not in- 
fluence the “delayed blanch phenomenon” 
to intradermally injected acetylcholine in 
patients with atopic dermatitis (disseminated 
neurodermatitis ). 

Hitchcock Clinic (Dr. Dobson). 
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Serodiagnosis with Antigens of Treponema Pallidum 


in Lupus Erythematosus 


CHARLES R. REIN, M.D.; LOUIS CHARGIN, M.D., and LOUISE C. KELCEC, M.T., New York 


Lupus erythematosus of the fixed variety 
rarely presents difficulties to the trained 
observer. Until recently, the same could 
not be said regarding the generalized or 
systemic form of the disease now generally 
designated as disseminated or systemic 
lupus erythematosus (SLE). It is only 
with the introduction of the newer labora- 
tory aids that formerly obscure conditions 
have been properly identified and classified 
as belonging to a group of systemic diseases 
of which systemic lupus erythematosus is 
perhaps the most important and the com- 
monest member. The early detection of 
SLE has been made possible by the L. E. 
phenomenon and the correct interpretation 
of the biologic false-positive (BFP) reac- 
tion that are observed in this disease. The 
relatively high incidence of systemic lupus 
erythematosus noted in recent years is 
probably not due to an actual increase in 
the number of cases but to better diagnosis 
from the now available clinical and lab- 
oratory aids. 

This year 1956, marks the 50th anni- 
versary of the introduction of the serologic 
test for syphilis by Wassermann, Neisser, 
and Bruck.! It was soon recognized that 
this test, strictly speaking, was not specific, 
but characteristic of syphilis. Since then, 
numerous and varied serologic tests for 
syphilis have been devised. Although 
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author-serologists have been defending the 
“specificity” of their respective procedures 
during the past half century, many have 
recognized the existence of BFP reactions. 
In the course of years, in an attempt to 
improve the situation, serologists and im- 
munologists have devised many so-called 
verification and confirmation procedures in- 
tended to differentiate biologic false-positive 
(BFP) reactions from positive reactions oc- 
curring in- syphilis but, unfortunately, in 
vain. With the discovery of the Treponema 
pallidum immobilization antibody and the 
development of the Treponema pallidum im- 
mobilization (TPI) test by Nelson,?* there 
became available a specific serologic pro- 
cedure by which it is possible to differentiate 
the BFP reaction from that occurring in 
syphilis. However, as is now well known, 
the TPI test is not only a technically com- 
plicated procedure but, in addition, an ex- 
pensive test to perform and for this reason 
it is not available to the average serologic 
laboratory. The subsequent development of 
newer tests, mainly the Treponema pallidum 
immune adherence (TPIA) test,* the Tre- 
ponema pallidum agglutination (TPA) 
test,57 and the most recently introduced 
Treponema pallidum complement-fixation 
(TPCF) test, records a further genuine 
advance in the field, since they have been 
found to be highly specific, technically 
simple to perform, and relatively inexpen- 
sive. These tests have obvious advantages 
over the TPI procedure in that “killed” trep- 
onemes or extracts thereof are used as 
antigens, which may be stored under re- 
frigeration and be made available to smaller 
serologic laboratories which do not have 
adequate facilities to cope with the tech- 
nically more complicated TPI test. 
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We have had the opportunity of evaluat- 
ing all three of these newer tests but are 
especially concerned with the TPIA and 
TPCF tests and can confirm the opinion of 
other workers that they are valuable con- 
tributions to the field of syphilis and to the 
study of the BFP reaction. 

The problem of the BFP reaction in its 
relationship to lupus erythematosus assumes 
increased importance, especially since the 
incidence of syphilis has dropped so 
enormously by virtue of the introduction 
of antibiotic therapy, particularly penicillin, 
in the treatment of syphilis. 

Moore and: Mohr™ have advanced the 
concept that there are two types of BFP 
reactors, the acute and the chronic. The 
acute reactions are associated mostly with 
acute infections of varying etiology with a 
short course, and disappear spontaneously 
within six months of their appearance. It 
is estimated that about 20% of the normal 
adult population may be potential acute BFP 
reactors under the appropriate infectious 
stimulus. The chronic BFP reaction is 
characterized by the absence of an identifi- 
able infection (with the possible exception 
of leprosy) and its persistence over a long 
period of time, perhaps for life. Moore and 
Mohr have subjected the serums of patients 
with a positive STS, in whom there was 
no reason for suspecting syphilis, to the 
TPI test and found 40% to be falsely labeled 
as syphilitic. They suggest that the collagen 
vascular diseases bear a causative relation- 
ship to the BFP reaction. With increased 
experience, their views are being widely 
substantiated. 

Moore and Lutz! undertook a detailed 
clinical and laboratory study of a group of 
148 chronic BFP reactors on a long-term 
basis covering six years of periodic ob- 
servations. The laboratory and clinical ab- 
normalities observed in this group of pa- 
tients were strikingly similar to those known 
to occur in full-blown collagen vascular 


‘ disease especially SLE and rheumatoid arth- 


ritis. It was of special interest that in 10 
patients (6.7%) a diagnosis of SLE was 
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established by the clinical course of the 
disease and positive L.E. cells, and in 45 
patients (30.4%) SLE or other collagen 
disease was strongly suspected although not 
actually proved. 

There have been numerous case reports 
and publications dealing with the problem of 
BFP reactions in lupus erythematosus, with 
a comprehensive and detailed review. by 
White.!* In a more recent study Rein and 
Kostant 14 subjected the serum of 178 pa- 
tients with various types of lupus erythem- 
atosus to a battery of six serologic tests 
for syphilis (STS). They reported an 
over-all incidence of 35% of BFP reactors 
in one or more of the six tests. Eighty-three 
per cent of the serum titers were of low 
reactivity. The majority of the serums 
showing higher titers were of patients with 
SLE. The occurrence of BFP reactions in 
patients with chronic localized discoid lupus 
erythematosus suggests in them the presence 
of some systemic disturbance perhaps like 
that in SLE even when the visible changes 
are limited to isolated areas of the skin. 

Within the past two years reports have 
appeared in the literature describing a most 
unusual type of reaction complicating the 
prolonged use of hydralazine hydrochloride, 
known commercially as “Apresoline.” This 
drug is a hypotensive agent used in the 
management of essential hypertension. This 
unusual reaction, which is referred to as 
the hydralazine syndrome, is characterized 
by fever, prostration, pleural, pericardial, 
and joint effusion, and cutaneous eruptions 
resembling those of SLE. In addition, some 
of these patients develop false positive 
serologic tests for syphilis and L. E. cells 
in the peripheral blood and bone marrow. 
Histologically, abnormal collagen has been 
found in muscle and skin. This syn- 
drome 1516 has been reported in approxi- 
mately 10% of patients who receive an 
average of 600 mg. or more of hydralazine 
hydrochloride daily over prolonged periods 
averaging 12 months. In most patients, the 
syndrome is first noticed when the diastolic 
pressure falls to 90 and in some instances 
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TABLE 1.—Classification of Patients 








Patients, No, 
79 


60 
19 
4 


46 


33 
13 to 73 
3 wk. to 25 Yr. 








it appears to be definitely precipitated by an 
intercurrent infection. This syndrome may 
prove of importance to the dermatologist be- 
cause it may be an investigative tool that 
may shed some light on the pathogenesis of 
SLE and on its obscure etiology. 

The present study is essentially retro- 
spective, in that 79 patients with proved 
lupus erythematosus of either chronic dis- 
coid or acute disseminated type were sub- 
jected to serologic examinations with the 
routine standard serologic tests for syphilis 
(STS) and to the various serodiagnostic 
procedures employing specific antigens of 
Treponema pallidum. Each specimen was 
examined with the Mazzini, VDRL, Kline 
exclusion, and Rein-Bossak microfloccula- 
tion tests and a cardiolipin complement- 
fixation procedure. The specimens were also 
tested with the TPIA and TPCF pro- 
cedures and in some instances with the 
TPI test. 


TABLE 2.—Results of Studies 








Bin Gis a sis es ibenogess 
Characteristic of L. E 


CE ON oo ine snk canssetabeccans 
Collateral evidence of collagen disease_........-- 33 
ee tests for syphilis 





Negative 

TPIA and TPCF tests 
PUENTE. c Licks back kddabins ec cdeibieseanas 76 
hg IE RISES RESET eters alto <tr eee abn 3* 





*T wo with proved syphilis. 


Results 


In this study were included 60 females 
and 19 males of whom 4 were Negroes 
and 75 were white, with ages ranging from 
13 to 73 years. 
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The patients were divided into two clinical 
groups, the chronic discoid (46 patients) 
and the systemic (33 patients). The L. E. 
test was performed in 47 patients with 
either chronic discoid or acute disseminated 
types of the disease, of which 24 were posi- 
tive. Of the 24 patients with the positive 
L. E. test, only one had been classified as 
chronic discoid type. Biopsies were done on 
16 patients, of which 15 were diagnostic of 
lupus erythematosus. 

‘The duration of clinical evidence of the 
disease varied from three weeks to 25 years 
at the time this study was instituted. In 
this series, collateral laboratory evidence 
suggestive of collagen vascular disease was 
present in 33 patients. This consisted of 
one or more of the following: Elevated 
sedimentation rate, leukopenia, anemia, hy- 
pergammaglobulinemia, and reversal of the 
A/G ratio. Most patients had received 
therapy for lupus erythematosus, including 
bismuth, gold, corticosteroids orally and 
parenterally, quinacrine (Atabrine), chloro- 
quine (Aralen) and Plaquenil (7-chloro-4- 
[4-(N-ethyl-N-8-hydroxyethylamino)-1- 
methylbutylamino]-quinoline). It is of 
special interest that eight patients received 
antisyphilitic therapy, which indicated that 
they presented no clinical or laboratory evi- 
dence of lupus erythematosus at the time 
that such treatment was instituted. Two of 
these patients, however, were proved to 
have syphilis and treated for this disease 
prior to the development of clinical evidence 
of lupus erythematosus. 

In this group of 79 patients, 35 presented 
positive serologic tests for syphilis with one 
or more of the five procedures in our 
serologic battery. Sixteen patients gave anti- 
complementary reactions with the standard 
cardiolipin complement-fixation test. Of 
special interest are the results obtained with 
the serodiagnostic procedure employing 
Treponema pallidum antigens. A total of 
110 blood specimens were examined. With 
the exception of three patients all were 
nonreactive with the TPIA and TPCF tests. 
Two of these three reacting positively to 
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TPIA and TPCF presented evidence of a 
concomitant syphilitic infection. The third 
was. seronegative with the routine STS but 
gave positive reactions with the TPIA and 
TPCF tests and at the time of this report 
presented no clinical or anamnestic evidence 
of syphilis. The TPI test was performed on 
seven specimens; six of them were non- 
reactive; one was inconclusive. In four of 
our patients the positive STS preceded the 
clinical evidence of lupus erythematosus by 
one to four years. 


Comment 


We agree with Moore and Lutz that the 
chronic BFP phenomenon is one manifesta- 
tion of tissue injury, chiefly of collagen and 
vascular tissue, due to unknown. agents or 
antigens. SLE appears to be much com- 
moner than -has heretofore been recognized. 
Haserick,!*-18 in his excellent review of 126 
patients with SLE, described the various 
blood dyscrasias which may occur in this 
disease. He confirmed that one of the first 
detectable preclinical signs of acute dis- 
seminated lupus erythematosus is the factor 
that induces biologic false-positive serologic 
tests for syphilis. These BFP reactions as 
well as other laboratory evidence of dis- 
orders of gamma globulin, including elevated 
sedimentation rate, positive cephalin floc- 
culation test, elevated thymol turbidity, 
elevated serum globulin, reversal of the 
A/G ratio, altered electrophoretic pattern 
with increase of gamma globulin, may be 
present for many years before recognizable 
clinical manifestations of the disease ap- 
pear. We are in agreement with Moore and 
Lutz, who emphasize that the prolonged 
periodic observation of the chronic BFP 
reactor is a necessity and may lead to early 
diagnosis. 


Summary and Conclusions 


The detection of SLE has been greatly 
enhanced by laboratory aids, chiefly the L. E. 
phenomenon and the biologic false-positive 
reactions. 
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Early suspicion and use of the laboratory 
aids are bound to lead to early diagnosis. 

With the newer treponemal tests, especi- 
ally the TPCF test, examination for the 
detection of biologic false-positive reactions 
has been made possible with greater ease. 

The place of biologic false-positive re- 
action, as related to various disease 
processes, is still a problem for future de- 
termination, but its frequent occurrence in 
patients with acute disseminated lupus 
erythematosus has been established. 

Of 79 patients with lupus erythematosus, 
35 gave positive serologic reactions with 
one or more standard tests in our serologic 
battery. Of these 79 patients, all but 3 gave 
negative reactions with the TPIA and 
TPCF tests, and of 3 positive reactors 2 
had a concomitant syphilitic infection. 

In four patients, the BFP reactions were 
present for one to four years before recog- 
nizable clinical manifestations of lupus 
erythematosus appeared. 

Drs. Louis Brunsting, Benjamin Gross, and 
Stanley Lee cooperated in submitting blood speci- 
mens from patients with lupus erythematosus to 
us for this study. 


580 Fifth Ave. 


ABSTRACT OF DISCUSSION 


Dr. Francis W. Lyncu, St. Paul: With refer- 
ence to the facts presented by Dr. Chargin little 
more can be said than that the STS are often 
positive in lupus erythematosus even before the 
specific evidences of that illness, and especially in 
cases where systemic involvement is. demonstrable, 
and the “Treponema tests” are always or almost 
always negative if syphilis is not also present. 
With reference to the conclusions as presented, 
I somewhat disagree with item (1), because it 
appears to me a fallacy, though generally ac- 
cepted, that laboratory aids “greatly enhance” the 
diagnosis of systemic lupus erythematosus by a 
competent dermatologist—except, of course, when 
cutaneous lesions are absent. In a preliminary 
copy of their paper the authors stated that early 
diagnosis (enhanced by laboratory aids) may lead 
to early prophylaxis. I agree with their deletion 
of this last phrase because I know of no generally 
effective prophylactic procedures. The results of 
Rein, Chargin, and Kelcec’s study are a genuinely 
worth-while contribution to syphilology and derm- 
atology. 
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In a more philosophic vein, not being a serol- 
ogist, I view this problem from a probably dif- 
ferent point of view. Most serologists are chiefly 
interested in providing a test or tests which will 
distinguish the syphilitic from the nonsyphilitic 
person. With a broadened view, what can be 
learned from positive reactions to these various 
tests? 

1. In at least 20% of persons various forms 
of acute illness can produce positive reactions 
to one or more STS. It is conceivable that serol- 
ogists could provide us with tests that would be 
positive in every case of illness—though that is 
certainly not their aim nor our desire. 

2. Because of a relative increase in the false- 
positive reactions due to today’s low incidence of 
syphilis and other treponematoses, at least in the 
United States, the older STS are becoming de- 
creasingly effective diagnostically except for (a) 
confirmation of clinical evidence of the disease, 
(b) measuring the response to treatment of early 
cases, and (c) as general, that is, nonspecific 
screening diagnostic procedures to recognize ill- 
ness. In contrast, the TPI and related tests are 
diagnostically accurate. 

3. These STS, and especially the Mazzini test, 
are reasonably effective in diagnosis of lupus 
erythematosus, particularly when it is systemic. 
The L. E. cell tests are even more accurate when 
the disease is systemic and acute. What we really 
need is the development of a more effective test 
for “latent” lupus erythematosus. 

4. In the other collagen diseases the STS have 
as yet undefined accuracy and their significance 
in other chronic diseases (and drug intoxications, 
as from hydralazine) also awaits further study. 

5. The older STS are already fairly effective 
for the recognition of leprosy, and special tech- 
niques are available for differentiating it from 
syphilis, but better serologic tests could probably 
be devised for the purpose of diagnosis. 

With reference to serologic tests, we assume 
that a specific agent (as the treponeme) produces 
a specific type or types of antigen, but there have 
been developed only a rather small number of 
“specific” tests for individual diseases. Serologists 
seem less concerned today than formerly about 
providing tests which demonstrate a single spe- 
cific antigen. Possibly this is because a disease 
may produce more than one antigen: the usual 
serologic tests for syphilis demonstrate at least 
two antigens and the TPI and TPCF are based 
on two different antigens. With all due credit 
for the remarkable advances of the last eight 
years in the serology of syphilis, is it not possible 
that comparable efforts might be even more ef- 
fective, for example, in leprosy, lupus erythemato- 
sus, sarcoidosis, and other diseases? As _ time 
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passes and syphilis diminishes we may have avail- 
able improved serologic tests where lupus ery- 
thematosus, for example, will consistently result in 
a “specific” positive reaction and the positive reac- 
tions in syphilitic persons will be regarded as 
“false positive”. 

Dr. CHarves R. Retn, New York: Dr. Chargin 
and I wish to thank Dr. Lynch for his comments 
and appropriate criticism. We had sent Dr. 
Lynch an early copy of our paper and since then 
had deleted from our conclusions the statement 
regarding the prophylactic therapy of lupus ery- 
thematosus. 

Two commercial laboratories are now preparing 
antigens for the Treponema pallidum .complement- 
fixation test, so these antigens should be avail- 
able in the very near future. 

In September, 1956, the United States Public 
Health Service in collaboration with author- 
serologists is instituting a national serologic sur- 
vey to evaluate the standard serologic tests for 
syphilis as well as the various serodiagnostic pro- 
cedures employing antigens prepared from Trepo- 
nema pallidum. The results of this survey should 
shed valuable light as to the relative sensitivity, 
specificity, and reproducibility of these specific 
treponemal procedures. 

Dr. Lynch was also correct in stressing the 
point that syphilis provokes a variety of anti- 
bodies. For example, certain types of syphilis 
are more readily detected by the TPCF than the 
TPI and TPIA procedures, such as treated con- 
genital syphilis, whereas the reverse is true in 
treated ‘cardiovascular and central nervous system 
It has, however, been established that 
all of these treponemal tests are of tremendous 
value in differentiating the chronic biologic false- 
positive reactor from the latent syphilitic. A per- 
son with persistent positive serologic tests for 
syphilis with the standard STS, in the absence 
of any clinical or anamnestic evidence of the dis- 
ease, should not be diagnosed as having syphilis 
unless corroborated by positive reactions obtained 
with treponemal procedures capable of detecting 
specific syphilitic antibodies. 
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Rothmund’s Syndrome—Thomson’s Syndrome 


Congenital Poikiloderma With or Without Juvenile Cataracts 
A Review of the Literature, Report of a Case, and Discussion of the 
Relationship of the Two Syndromes 


WILLIAM B. TAYLOR, M.D., Ann Arbor, Mich. 


In 1868, in the ophthalmologic clinic at 
* Munich, August Rothmund! saw a 5-year- 
old boy with a cataract in one eye, and a 
peculiar marmorization of the skin. Several 
weeks later a cataract developed in the other 
eye. Two other children living in the same 
isolated area in the Bavarian Alps were seen 
with cataracts and the peculiar “degenera- 
tion” of the skin. Because the parents as- 
sured him there were other children in the 
area similarly afflicted Rothmund visited the 
towns of Ritzelndorf, Hircheck, and Mittel- 
berg in Kleine Walsertal, a dead-end valley 
in the mountains where these people lived. 
Most of the families in this valley were 
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related since intermarriage was common. 
Rothmund found an affected family in each 
village. 

The brothers, Wolfgang Drexel of Mittel- 
berg and Lukas Drexel of Hirscheck, were 
unaffected (Chart). Their mother had the 
characteristic skin changes but not cataracts. 
This fact is reported in Rothmund’s! and 
Thannhauser’s 14 texts, but is not shown in 
the pedigrees as recorded by Seefelder,’ 
Carlton,!* and Thannhauser. These brothers 
married sisters. Wolfgang had four chil- 
dren. The two younger (one boy and one 
girl) had the characteristic skin changes 
and developed cataracts at 4 or 5 years of 
age. Lukas had seven children. Two girls 
had poikiloderma beginning at 6 months and 
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Pedigree of Rothmund’s cases. 
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Seefelder later learned that the Drexels and Rieglers were related 


UMI 














UMI 


ROTHMUND AND THOMSON SYNDROMES 


developed cataracts at 4 or 5 years of age. 
One girl had poikiloderma appearing in in- 
fancy but no cataracts. 

Christian Riegler of Ritzelndorf married 
a niece. He had three daughters. Two had 
juvenile cataracts and poikiloderma. One 
had only the poikilodermatous skin changes. 
Seefelder later learned that the Rieglers and 
Drexels were related. 

Rothmund stated that these children were 
not only similar in their habitus, but that the 
most important and constant findings were 
the skin changes. Seefelder, who visited the 
families 67 years later, learned that one of 
the affected persons was very short in stat- 
ure with small hands and short fingers. Her 
forearms and lower legs were very short. 
Some of the females had sparse hair and 
wore wigs after 40 years of age. 

Seefelder visited Nonsberg in the Tyrol 
and discovered a family of six children, two 
of whom (one male, one female) had devel- 
oped characteristic skin changes between 6 
and 12 months of age, and the cataracts at 
4 years of age. A third male sibling had the 
skin changes, but no cataracts. Seefelder 
added another member of the Riegler family, 
Peter, who was the product of intercourse 
between father and daughter. He was a man 
4 ft. tall, about 30 years of age with reddish 
striae on the face, pigmented spots on both 
hands and arms and bilateral cataracts. 

Since one of the purposes of this article is 
to emphasize that the skin changes of Roth- 
mund’s syndrome and poikiloderma congeni- 
tale of Thomson are the same, Rothmund’s 
description of the skin will be repeated. He 
stated that the skin was normal during the 
first 3 to 6 months of life. The skin changes 
began in the face as a diffuse red color. The 
cheeks were marmorated in a peculiar fash- 
ion, with red lines spread out like a net. 
Soon the ears, buttocks, knees, and extremi- 
ties were involved in the same fashion. The 
extensor surfaces were affected first and 
later the flexors. Early the skin changes 
resembled livido reticularis, later striae and 
round reddish spots appeared. The striae 
were not prominent, but more or less be- 
neath the surface. The skin had an areolated 
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appearance. The process continued progres- 
sively, with the result that linear telangiec- 
tases and scar tissues were present at the 
same time. No itching, vesiculation, ulcers, 
or crusts were present. The areas of skin 
now involved were extremely fine, soft, 
white, and transparent, so that veins beneath 
the skin were visible in their finest ramifica- 
tions. Complications of a systemic nature 
never appeared. Eventually a thinness of 
hair developed, and the redness slowly 
changed to a brownish pigmentation. The 
striations which occurred are one of the 
principal signs of the clinical syndrome and 
resemble striae gravidarum. In essence the 
picture consisted of striae, atrophy, and pig- 
mentation. The children were in good health 
except for the eyes and skin. 

In 1923 Thomson? reported two cases 
(sisters) of a rare syndrome under the title 
of “A Hitherto Undescribed Familial Dis- 
ease.” In 1936 he ® reviewed the literature, 
added another case and named the disorder 
“poikiloderma congenitale.” He described 
the disease as appearing in infancy as a 
bright red, tense swelling of the face, but- 
tocks, and other parts of the body and ex- 
tremities. Through this swelling there 
gradually appeared a telangiectatic network. 
After the passage of months the swelling 
subsided and a linear or reticulated pigmen- 
tation appeared in the affected area. Thom- 
son described the older lesions as resembling 
erythema ab igne except that the mottled 
lines of pigmentation were finer. There was 
also a fine reticulated and punctate atrophy 
of the skin. One of Thomson’s cases man- 
infested gross developmental bone anomalies 
of the forearms and hands. The other two 
had microcephaly and peculiar triangular 
shaped faces. One of the three had neither 
eyelashes, eyebrows, nor scalp hair. In the 
same volume of the British Journal of Der- 
matology Dowling § presented the case of a 
woman 28 years of age, who had the charac- 
teristic poikilodermatous skin changes which 
appeared in infancy, microcephaly, short 
stature, and abnormal sensitivity to sunlight. 
She lost her teeth at 16 years of age. In 
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areas exposed to sunlight she was developing 
keratoses. In the cases reported by Thom- 
son and Dowling there was no evidence of 
consanguinity and no cataracts. 

Biopsies from Thomson’s cases showed 
hyperkeratosis, slight edema, irregular 
acanthosis. In places there was atrophy. 
There was loss of papillae, confusion of the 
epidermodermal junction, and hyperpigmen- 
tation among the basal cells and the adjacent 
spinous cells. A slight cellular infiltrate was 
present in the pars papillaris. The blood 
vessels were dilated. 

In 1928 Lutz,® under the title of ‘“Poikilo- 
derma Atrophicans,” reported the case of a 
6-year-old girl with poikilodermatous skin 
changes since birth. These consisted of a 
strange mixture of whitish-brown and red- 
dish macules mixed with telangiectases. The 
skin also appeared atrophic in the form of 
irregularly distributed patches. The trunk 
was comparatively free. The scalp hair was 
sparse and thin. The face seemed edematous 
and the facies suggested myxedema. Bilat- 
eral cataracts were present. 

In 1929 Bruno Bloch * reported two cases 
under the title of “Skin Diseases of Endo- 
crine Origin (Dyshormonal Dermatoses),” 
one male and one female, both of whom had 
the characteristics poikilodermatous skin 
changes beginning in early childhood with 
cataracts also occurring at about 4 years of 
age. No mention is made of the woman’s 
height or extremities, but the man had very 
small hands, short arms, and legs. The eye- 
brows and eyelashes of both were either 
sparse or absent. The man had dystrophic 
nails and both had developmental abnormali- 
ties of the teeth. Both individuals showed 
a marked hypogonadism. The woman’s 
breasts were rudimentary; the external geni- 
talia were infantile, and the uterus, ovaries, 
and tubes were not palpable. The man’s 
genitalia were infantile. He had pendulous 
breasts and a high-pitched voice. Biopsy of 
the skin showed hyperkeratosis, atrophy of 
the epidermis, areas of both increased and 
decreased pigmentation, and dilated capil- 
laries. Sweat glands and hair follicles were 
absent. Bloch’s female patient and the four 


238 


A. M. A. ARCHIVES OF DERMATOLOGY 


sisters presented by Maeder 1° were second 
cousins. 

In 1935 Schnyder® reported a case of 
“Cataract During Childhood with the Si- 
multaneous Occurrence of Poikiloderma 
Atrophicans—Rothmund’s Disease.” At the 
age of 5 or 6 months a macular and reticu- 
lated erythema appeared on the face. The 
face looked marmorated. At 4% years there 
was a mixture of atrophy, telangiectasia, 
depigmentation, pigmentation on the face, 
neck, ears, butfocks, arms, and legs: The 
extensors were more severely affected than 
the flexors. The scalp hair was fine and 
sparse. The hands and fingers were very 
short. Both testes were absent from the 
scrotum. The boy rapidly developed cata- 
racts at the age of 4% years. He was a 
brother of the case of Lutz. 

In 1939 Jackli?® reported a “Case of In- 
fantile Poikiloderma (Atrophoderma Reticu- 
laris cum Incontinentia Pigmenti) Combined 
with Alopecia, Microdentia, and Early Cata- 
racts.”, This is an excellent report, with the 
characteristic skin picture. According to 
Maeder, who examined her again at 12 years 
of age she was a dwarf (44 in. tall), who 
had mental retardation, total alopecia of 
scalp hair, eyebrows, and eyelashes, dys- 
trophic teeth and nails. X-rays of the bones 
showed an anomaly of the epiphyseal lines, 
which were poorly delimited, a sclerosis of 
the bone in these regions, and bipartite pa- 
tella. From a radiologic point of view there 
appeared to be either a chondrodystrophy or 
rickets. 

In 1941 Hailey, Hailey, and Clemens ” 
reported a case under the title of “Poikilo- 
derma Congenitale” at the 64th annual meet- 
ing of the American Dermatological Asso- 
ciation. This is the only case reported from 
the United States that we could find. The 
patient was a 13-year-old girl who developed 
the characteristic poikilodermatous skin le- 
sions about 3 months after birth. Between 2 
and 4 years of age pigmentation appeared. 
At 13 years the skin was soft and loose, and 
extensive telangiectasia was present. Atro- 
phy of the skin was noticeable and appeared 
as pits on the face and on the body, whereas 
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on the extremities there was a tendency 
toward linear arrangement of the atrophy. 
Asymmetry of the face and body was promi- 
nent. The teeth and nails were dystrophic. 
The right hand was deformed, only three 
digits being present, the thumb, index finger 
and a third finger with a small budding rudi- 
mentary digit projecting from the distal 
phalanx. X-ray examination revealed cystic 
areas of bone “destruction” throughout the 
wing of the right ileum and deformity of 
the pelvis, with scoliosis of the spine and 
sacrum. Histological examination showed 
the essential characteristics of hyperkerato- 
sis, acanthosis, atrophy, loss of papillae, and 
confusion of the epidermodermal border. 

It is extremely interesting that at the same 
meeting of the American Dermatological As- 
sociation Cole, Driver, and associates 1 re- 
ported a case under the title of “Ectodermal 
and Mesodermal Dysplasia with Osseous 
Involvement.” This 26-year-old woman had 
a disseminate type of atrophoderma with 
telangiectasia and pigmentation on the chin, 
neck, arms, trunk, legs, and especially on 
the right arm and left leg. The left leg was 
definitely smaller than the right. The middle 
finger of the left hand showed a syndactyly. 
She had a cleft foot with complete fusion of 
the first two toes and absence of the third 
metatarsal bone. There was dystrophy of 
some of the teeth and nails. Microscopically, 
the ectodermal elements—hair, hair follicles, 
sweat, and oil glands—were focally absent ; 
elastic and collagen fibers were usually 
scanty. Occasionally the entire cutis was 
absent. Melanin was found in the upper 
part of the corium in some places. 

In discussing Hailey and Hailey’s case 
Driver stated, “I think it is remarkable that 
two patients from different parts of the 
country, but with almost identical conditions 
should be presented on the same day.” 

In an article on Werner’s syndrome and 
Rothmund’s syndrome, written in 1945,* 
Thannhauser !* presented a case of the latter 
with the typical skin lesions, but no juvenile 


*This- article. contains an excellent English 
translation of Rothmund’s original report. 
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cataracts. This man was short (59 in.) with 
extremely small hands and short fingers. 

Rook and Whimster 1® in 1949 reported 
a case under the title of “Congenital Cuta- 
neous Dystrophy (Thomson’s Type).” This 
34-year-old woman’s history and physical 
findings were typical. It is interesting that 
she developed a squamous-cell carcinoma in 
a scaling, crusted lesion on the leg. 

In 1949 Maeder,!® from Geneva, reported 
on four sisters, all of whom had the charac- 
teristic poikilodermatous skin lesions and 
cataracts. Three had sparse or absent eye- 
lashes and eyebrows. Three had hypogonad- 
ism. The one case he described in most 
detail had very short tapered fingers and 
dystrophic nails. There was no evidence of 
consanguinity, but these girls and Bloch’s 
female case were. second cousins. Maeder 
also examined the patient of Bloch after 
22 years, the case of Siegrist after 20 years, 
the case of Schnyder after 14 years, the 
case of Jackli 9 years after their first exam- 
ination by the original reporters. 

Hallman and Patilala,!7 from Finland in 
1951, described a mother and 4-month-old 
son, both of whom developed the character- 
istic poikilodermatous skin changes begin- 
ning in infancy. The mother was very short 
with extremely short fingers and subluxation 
of the interphalangeal joints of the second 
and third fingers of each hand. The mother 
did not have the cataracts, and the son was 
too young to have developed them at the 
time of the report. 

At the International Congress of Derma- 
tology in London in 1952 Brain * presented 
two cases of congenital poikiloderma. The 
second one, in addition, had partial fusion 
of the second and third toes of both feet. 
In early childhood she was very sensitive: to 
sunlight and up to 7 years of age often had 
blisters, which were sometimes hemorrhagic, 
on the arms, hands, legs, and feet. At this 
same meeting Dowling 7! again presented the 
case'of Rook and Whimister, who had had 
carcinomas of the legs, and Wilson ™ pre- 
sented a case of “Congenital Telangiectasis 
with Dysostosis,” who had skin lesions sim- 
ilar to Thomson’s cases, multiple bone de- 
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Tabulation of the Positive Findings in Rothmund’s Syndrome and Poikiloderma 
Congenitale of Thomson 
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fects, and a coloboma of the right eye. This 
case had the eruption since birth instead of 
onset at 3 to 6 months. 

In 1954 Kindler?? reported a case of 
poikiloderma congenitale which was very 
interesting. This was a 14-year-old girl with 
the typical skin changes, sensitivity to sun- 
light, dystrophic nails, and webbing between 
the fingers and toes. Until she was 8 years 
of age she developed hemorrhagic bullae on 
slight trauma. This still occurred, although 
not so easily. Kindler ** also called atterition 
to twd cases reported by Sorsby and asso- 
ciates?8 of sisters whose parents were 
cousins, whom she believed had congenital 
poikiloderma and epidermolysis bullosum. 
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In 1954 Sexton 78 “hit the jack pot,” and 
reported the astounding number of six cases. 
Later that year in a report at the meeting of 
the American Academy of Dermatology in 
Chicago he added a seventh case. His Cases 
1 and 2 were sisters ; 4 and 5 were brothers; 
7 was the aunt of 6. The antecedents of all 
were related, coming to North America from 
Alsace Lorraine. All of these cases showed 
the characteristic poikilodermatous skin 
changes, absence or sparseness of eyebrows 
and lashes, sensitivity to sunlight ; some had 
bullous lesions early in life and congenital 
bone defects. Five of them had congenital 
cataracts; two had endocrine disturbances, 
one carcinoma of the skin and dystrophic 
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Fig. 1.—Absence of eyebrows and lashes; punc- 
tate and reticulated atrophy. Crusted lesions are 
subsiding impetigo. 


nails. Practically all -of Sexton’s cases 
showed blood vitamin A levels to be only 
50% of normal. 

In 1955 Feldreich,2> from Sweden, re- 
ported congenital poikiloderma in twin boys. 
Besides the characteristic skin changes these 
boys were sensitive to sunlight and had scant 
eyebrows. There was no evidence of con- 
sanguinity. 

At the Central States Dermatology meet- 
ing in Detroit, April, 1956, three cases were 
presented. Two of these cases were pre- 
sented by Dr. John Grekin as Rothmund’s 
syndrome. They were brothers who had 
previously been reported by Sexton as poi- 
kiloderma congenitale of Thomson. The 
third case, which is a new one, is described 
below. 


Report of Case 


From the literature published in the 
United States we have been able to find 
Rothmund’s syndrome and Thomson’s poi- 
kiloderma congenitale reported only once.1*-1* 

For this reason we wish to present the 
following case: 
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Fig. 2.—Reticulated and punctate atrophy; small 
keratosis on tke elbow. 


The patient was born April 7, 1950. At the age 
of 6 months she developed a mottled, or reticulated, 
erythematous rash over the cheeks, which has per- 
sisted. It suggested eczema, but did not weep or 
scale. The parents stated that she never developed 
eyebrows and eyelashes. At another time they 
reported she lost her brows and lashes at one 
year of age. The scalp hair was normal. 

At 3% years of age she was admitted to the 
Dermatology Service, University Hospital, for 
study. The eyelashes and eyebrows were absent. 
There was an eruption on the cheeks, dorsa of 
the hands, forearms, part of the upper arms, the 
anterolateral surfaces of the thighs, the buttocks, 
and the lower legs. At a distance the eruption 
had a finely reticulated or mottled appearance. 
There was definite telangiectasia, reticulated and 
punctate atrophy, and pigmentation. The re- 
mainder of the physical examination was within 
normal limits. 

This child was the first born of unrelated par- 
ents, both of whom have no skin diseases. The 
mother, however, is very short in stature. There is 
one younger male sibling who is unaffected. 

Laboratory Findings.—Urinalysis: negative. 
Complete blood count: negative. Biopsy of skin 
and muscle: no significant findings other than a 
definite hyperkeratosis. Test for sensitivity to 
ultraviolet light showed a more than 33% in- 
creased sensitivity. Serum electrophoresis ‘showed 
a definite abnormal peak in the as-globulin frac- 
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tion. This same abnormality occurs in the 
mother’s serum, but not in the father’s. 

X-Ray Report.—Films of the extremities show 
cystic, rarefied areas, which suggest deformed 
architecture of spongy bone in the lower end of 
the left tibia and in the lower ends of both radii 
and ulnae. These changes are suggestive of a 
fibrous dysplasia. The same changes may be 
present in the digits, although there is a normal 
cystic appearance in the digits of children this 
age. The distal ends of the radii and ulnae are 
somewhat cupped and perhaps slightly broadened. 
There is some thickening of the cortex in an 
irregular fashion. The findings are somewhat sug- 
gestive of nutritional abnormality, or perhaps 
one of the chondral dysplasias. The proximal end 
of the left radius appears to be slightly deformed. 
There is a more or less discrete destructive ap- 
pearing lesion on the medial aspect of the dia- 
phaseal portion of the left tibia. 

The child was seen at 4% years of age. The 
X-rays were repeated. The same changes were 
present, but much less pronounced. At this time 
it was noticed that a few eyelashes were beginning 
to grow. She was seen in the ophthalmology de- 
partment. No significant eye changes were found. 
At this time it was observed that the nails were 
small and slightly atrophic. The teeth were 
normal. 


Comment 


A few of the reported cases have not been 
included in the preceding review, and for 
the sake of brevity the details of many cases 
were omitted. Therefore a table is presented 
which lists the reports chronologically and 
indicates which defects were present in each 
case. ‘This quickly emphasizes which defects 
were most consistently present and the fea- 
tures common to Rothmund’s and Thom- 
son’s syndromes. These abnormalities are 
listed below in the order of decreasing fre- 
quency, with a short comment. 

1. Skin changes consisting of 

(a) Atrophy—reticulated, linear, or punctate. 
(b) Telangiectasia. 
(c) Pigmentation, which may be smudged or 
reticulated. 
These changes were found in all cases. 


2. Onset of the skin changes in infancy, usually 
between the 3d and 6th month of life. This oc- 
curred in all cases except two in which the erup- 
tion was present in mild form at birth. 

3. Predominantly female: 33 of 46 cases, or 
72%. 
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4. Familial occurrence: in 32 of 46 cases, or 
70%. The affected individuals were either the off- 
spring of consanguineous marriage or had affected 
siblings or close relatives. This is believed to be a 
recessive type of inheritance. 

5. Short stature, small hands: 25 of 46 cases, 
or 54%. 

6. Juvenile cataracts: 24 of 46 cases, or 52%. 
In every case the cataracts occurred between 3 
and 6 years of age. Usually one eye was affected 
first, with complete loss of vision in a matter of 
weeks. The other eye soon followed the same 
course. It is very interesting that in most cases 
in which cataracts occurred there was consan- 
guinity or else close relatives were also affected. 
Most of the sporadic cases did not have cataracts. 


7. Absence or sparseness of hair of the eye- 
brows and eyelashes: 23 of 46 cases, or 50%. 
Some of the cases had total alopecia. Many were 
reported as having partial alopecia or sparse, 
fine:scalp hair. Lanugo hair-in the affected areas 
was usually absent. 

8. Congenital bone defects: 18 of 46 cases, or 
39%. Perhaps the short stature and small hands 
with very short fingers should be included in this 
same category. There was a wide range of bone 
defects reported, some quite mild and some severe. 
One of Thomson’s cases had gross abnormalities 
of the forearms. The others had what he de- 
scribed as a peculiar triangular shaped face with 
microcephaly. Sexton and some of the European 
reporters commented on bossing of the frontal 
bones and deep saddling of the nose like that of 
congenital syphilitics. The cases of Lieberman* 
and Hailey had one arm and one leg definitely 
larger than the other. Hailey’s case had a cleft 
hand, and cystic “destructive” lesions in the 
ileum. Cole’s case had a cleft foot, syndactyly 
in the left hand, and the left leg smaller than 
the right. The case of Jackli showed x-ray find- 
ings which were similar to ours and Hailey’s 
and were recorded as either being due to rickets 
or a chondrodystrophy. Our _ roentgenologists 
stated that there were no reports of this disease 
or syndrome affecting bones in their literature. It 
is also interesting that reexamination 18 months 
later revealed that the x-ray findings in our case 
were less marked, and some of the changes were 
disappearing. 

9. Sensitivity to sunlight: 16 cases, or 35%. 
This manifestation varied greatly. In some cases, 
especially Sexton’s and Feldreichs’, the children 
developed bullae from slight exposure to sunlight. 
This tendency seemed to subside as they grew 
older. Some authors merely stated the patient 
feared the sun or avoided exposure. Our case, 
when tested to ultraviolet light, showed a 33% 
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increased sensitivity and preferred to stay out of 
the sun. 


10. Endocrine disturbances, hypogonadism: 11 
cases, or 24%. This was quite marked in some 
cases, particularly Bloch’s, whose article was en- 
titled “Dyshormonal Dermatoses.” The common 
finding in males was undescended testes, in fe- 
males amenorrhea and juvenile genital organs. 
Many cases were reported as children and were 
not followed after puberty, when hypogonadism 
might have been more easily determined. 

11. Dystrophic nails: 11 cases, or 24%. In some 
cases the nails were rough, ridged, and heaped up; 
in others small and atrophic. 

12. Defective dentition: Seven cases, or 15%. 
Microdontia, malformation, and failure to erupt 
were the manifestations of defective dentition. 


13. Carcinomatous changes: Two cases. Most 
of these cases were reported as children and not 
followed up later. Because of the sensitivity to 
sunlight and the thin atrophic appearance of the 
skin, one might expect carcinomas to develop. The 
only. two cases, which were reported as older 
people (one of Sexton’s, and Rook’s}, had car- 
cinomas. Our patient, who is 6 years old, now, has 
a keratosis on one elbow. 

Histopathology of the skin lesions is not 
diagnostic. The most consistent findings 
were hyperkeratosis, atrophy of the epider- 
mis,. spotty increased pigmentation, con- 
fusion of the epidermodermal junction, and 
dilated capillaries. There may be absence 
of the appendages and atrophy of the dermis 
as well. 

No consistent positive laboratory findings 
were reported. Sexton’s cases showed a de- 
creased vitamin A level in the blood. Elec- 
trophoresis of the blood serum of our patient 
and her mother showed an abnormal peak in 
the a-globulin fraction. The father’s serum 
was normal. 

The possibility that the skin changes of 
Rothmund’s and Thomson’s syndromes were 
the same was suggested to us by Carlton 1° 
and by Sexton. After a study of Roth- 
mund’s and Thomson’s original work we 
were convinced they were the same. Roth- 
mund states that the skin changes were the 
most important and constant finding. Six 
of his cases had poikiloderma and juvenile 
cataract. Three, including the grandmother 
of the Drexel children, had the same typical 
skin findings without cataract. The absence 
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of cataract in some of his cases is overlooked 


in many references in the literature. How- 
ever, Thannhouser considered his patient, 
who did not have cataract, to be a forme 
fruste of Rothmund’s syndrome. 

As far as the name of the syndrome is 
concerned, many of the reporters had differ- 
ent ideas, depending on which aspects of the 
syndrome were most marked in their own 
cases. Most are agreed that this is predomi- 
nantly an ectodermal defect plus variable 
mesodermal defects and that inheritance is 
the recessive type. Since the name of Roth- 
mund has priority and yet Thomson’s poi- 
kiloderma congenitale has become established 
in the literature perhaps the syndrome 
should have the double eponym of Roth- 
mund-Thomson. 


Summary 


1. A review of the literature on Roth- 
mund’s syndrome and poikiloderma congeni- 
tale of Thomson has been presented, from 
which it has been concluded that the two 
syndromes are identical with the exception 
that some cases described as Rothmund’s 
syndrome had juvenile cataracts developing 
rapidly at the age of 4 to 6 years. ° 

2. A case has been presented which mani- 
fests 7 of the 12 significant abnormalities 
characteristic of Rothmund-Thomson syn- 
drome, with a discussion of these abnor- 
malities. 

University Hospital 
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Light-Sensitive Seborrheid 


GERALD M. FRUMESS, M.D., and HENRY M. LEWIS, M. D., Denver 


Introduction 


In 1929, Hausman and Haxthausen ! 
wrote a monograph on the subject of dis- 
eases of the skin due to light, with a classi- 
fication of the polymorphic light-sensitive 
eruptions. Lamb and collaborators,? in 
1950, presented a modified classification 
which is generally used by dermatologists 
at the present time.- It is the purpose of 
this paper to suggest the addition of another 
syndrome to the group of light-sensitive 
dermatoses. 

Several years ago we recognized a char- 
acteristic cyclic dermatosis of the face, oc- 
curring almost exclusively in young women, 
associated with seborrhea capitis, and run- 
ning a capricious course apparently unin- 
fluenced by any type of treatment. In Feb- 
ruary, 1954, a patient with this eruption 
called to our attention two exacerbations 
which she experienced following exposure 
to sunlight and snow glare. Since that time 
we have been able to verify the effect of 
solar exposure on this eruption on numerous 
occasions. Our observations have been con- 
firmed by other dermatologists in Western 
and Southwestern centers, where _light- 
sensitive eruptions are commonest, and we 
believe that this syndrome constitutes a dis- 
tinct entity. 


Clinical Features 


The eruption occurs exclusively on the 
face. The skin of the circumoral region is 
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most frequently involved. Next in fre- 
quency are the nasolabial and nasobuccal 
areas. The distribution is symmetrical, but 
one side or the other may show more intense 
involvement. Seborrhea capitis is invariably 
present. 

The eruption recurs in cycles, and each 
cycle is composed of three phases. The first 
phase appears abruptly, with patches of 
closely packed, pointed papules and, at times, 
papulovesicles over the areas described. The 
papules measure 1 to 2 mm. at their bases, 
and the larger ones may be suggestively 
acneiform. Pruritus is absent to moderate. 
The appearance is that of an allergic ecze- 
matous (contact) dermatitis (Fig. 1). Be- 
fore the nature of this disorder became clear 
to us, patients encountered at this stage were 
subjected to patch tests and the avoidance 
of possible eczematogenous agents, with 
equivocal results. Because of the self-lim- 
ited nature of each cycle, many cases would 
appear to recover within a three-week pe- 
riod, but relapses occurred in spite of con- 
tinued attention to the avoidance procedures 
instituted. 

The second phase appears 5 to 10 days 
after the onset. The papules are now flat- 
tened out and the sites present an erythema- 
tous, scaly appearance (Figs. 2 and 3). The 
morphology now resembles that of sebor- 
rheic dermatitis. Since seborrhea capitis is 
invariably present, patients seen during 
this phase were placed upon an antisebor- 
rheic regimen; and, while the scalp re- 
sponded well, the facial eruption resisted all 
therapy. 

The third phase is characterized by resi- 
dual erythema of the sites previously in- 
volved by papular and scaly lesions. 

In many patients fresh crops. of papules 
appear during the scaly and erythematous 
phases; two or three phases may thus be 
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present simultaneously, for long periods of 
time, and the cyclic nature of the disorder 
is thereby often obscured. 


Comment 


For many years we experienced a feel- 
ing of frustration in treating young womea 
with chronic or recurring eruptions of the 
face which suggested, at different times, 
allergic eczematous dermatitis and sebor- 
rheic dermatitis. About four years ago, 
struck by the cyclic nature of the disorder 
in many patients and the associated sebor- 
rhea capitis, we decided to name the con- 
dition “facial seborrheid of young women.” 
This provided us with a pigeonhole for 
classifying these cases, but we still had no 
knowledge of factors precipitating attacks 
nor means of treating or preventing them. 

In February, 1954, a schoolteacher, aged 
31, whom we had treated for numerous re- 
currences of this disorder for two and 
one-half years, consulted us with an espe- 
cially severe flare-up. She stated that her 
face had been clear for a period of about 
six months previous to the present attack. 
The two week ends before this visit she 
had spent skiing, and she stated that each 
exposure to the sun and snow glare evoked 
a severe attack of her dermatitis. Examina- 
tion revealed the typical papular eruption, 
with intense erythema and edema, re- 
sembling a severe, acute allergic eczematous 
dermatitis. Because of her conviction that 
solar exposure had provoked her present 
attack, she was given quinacrine (Atabrine) 
tablets, 300 mg. daily. One week later she 
was again seen. She had improved more 
rapidly than ever before, in spite of the 
fact that this had been her severest attack. 
The dose was reduced to 100 mg. daily, and 
two weeks later she had completely cleared. 
She was observed from time to time until 
April 29, 1956. Two subsequent mild at- 
tacks following sun exposure were treated 
by chloroquine (Aralen) tablets during this 
period. She responded promptly, and has 
had no trouble with her face since. She 
continues to keep her seborrhea capitis 
under control. 
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It soon became apparent that our other 
cases classified as “facial seborrheid of 
young women” were on a light-sensitive 
basis ; and, convinced now that sun exposure 
was the trigger factor in evoking this der- 
matosis, we changed the name to “light-sen- 
sitive seborrheid.” In 23 months we have 
seen 92 cases which we have diagnosed 
“light-sensitive seborrheid.” Six, or 6.5%, 
failed to respond to treatment, while 86, or 
93.5%, were apparently cured by the com- 
bined use of topical treatment for the sebor- 
rhea capitis, administration of quinacrine, 
chloroquine, or Plaquenil sulfate * and tem- 
porary sun-avoidance procedures. Forty-one 
of the cases, or 44.5%, had been previously 
treated for periods ranging from six weeks 
to eight years for “seborrheic dermatitis,” 
“allergic eczematous dermatitis,” “acneiform 
eruption,” or “facial seborrheid of young 
women.” 

Duration of the disease before treatment 
varied from two weeks to 11 years. The 
average .duration was 2.4 years. 

Eighty-one patients, or 87.9%, had ex- 
perienced cyclic attacks varying from 2 to 
approximately 10 a year. Four patients, or 
4.3%, consulted us during their first attack. 
The remaining seven patients, or 7.5%, had 
had continuous eruptive phenomena, one 
attack being superimposed upon the preced- 
ing one, for periods from three months to 
two and one-half years. These seven cases 
had had study and competent treatment with 
no improvement until administration of the 
antimalarial drugs was instituted. All of 
these chronic cases cleared promptly after 
a few weeks of such treatment. 

Eighty-seven, or 94.5%, of the patients 
were females. Age of these patients varied 
from 11 to 48 years, the average being 
26.4 years. It is, therefore, essentially a 
disease of young women. Five, or 5.5%, of 
the patients were males. Three of these 
failed to respond to antimalarial drug ther- 


*The Plaquenil (7-chloro-4[4-(N-ethyl-N-B- 
hydroxyethylamino) -1-methylbutylamino] quinoline) 
employed in this study was supplied through the 
cooperation of H. C. Epley, Department of Med- 
ical Research, Winthrop-Stearns, Inc., New York. 
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Fig. 1.—Papulovesicular phase involving naso- 
labial areas and simulating allergic eczematous 
(contact) dermatitis. 


apy until we ascertained that they were ex- 
posed to fluorescent light while at work. 
When tungsten lights were substituted, or 
photoprotective measures instituted, all re- 
sponded promptly to the drug used. 

All patients either had seborrhea capitis 
when treatment was instituted, or were 
using antiseborrheic agents for its control. 

It is difficult to evaluate the relative effi- 
cacy of the three drugs we employed in 
treatment. When chloroquine became estab- 
lished in the treatment of the light-sensitive 
dermatoses, we discontinued the use of 
quinacrine except in patients intolerant to 
chloroquine. When Plaquenil sulfate became 
available to us for other studies which we 
were pursuing,® we treated many patients 
with this drug. It is our impression that 
all three drugs are of about equal efficacy; 
that the disadvantages of quinacrine makes 
chloroquine a more desirable drug, and that 
the still better tolerance of Plaquenil sulfate 


Fig. 2.—Subsiding papular phase involving cir- 
cumoral areas resembling seborrheic dermatitis. 
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renders it the present drug of choice. Some 
patients responded best to various combina- 
tions of the three drugs. 

Of the 86 patients who responded well 
to therapy, 58, or 63.2%, had no recurrence 
for from 4 months to 23 months after treat- 
ment was terminated. Sixteen, or 17.4%, 
had one recurrence, and 12, or 13%, had 
two or more recurrences. All recurrences 
responded promptly to resumption of ther- 
apy. 

We are unable to explain the failure in 
response of 6 of our 92 cases. All could 
tolerate one or another of the antimalarial 
drugs used. We may have been mistaken 
in our diagnosis, though all six seemed to 
present typical examples of “light-sensitive 
seborrheid.” Some failures may be ex- 





Fig. 3—Same case as Figure 2, after two weeks 
of Plaquenil,; dosage 800 mg. daily. 


plained when the mechanism of action of 
these drugs in the treatment of lupus 
erythematosus and the light-sensitive derma- 
toses is clarified. The factor of the sebor- 
rheic habitus in sensitizing some individuals 
to light will be the subject of a subsequent 
study. 


Summary 


We suggest the addition of another syn- 
drome to the group of light-sensitive derma- 
toses. We have named this syndrome “light- 
sensitive seborrheid” because of the in- 
variable presence of seborrhea capitis and 
provocation by solar or other light sources. 

The eruption is cyclic, an acute papular 
phase heralding each attack, followed by a 
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scaly phase, and this, in turn, giving way 
to an erythematous phase. Persons expe- 
riencing frequent attacks may present one 
phase superimposed upon another, the cyclic 
nature of the disorder being thereby ob- 
scured. 

Sites of involvement are the skin of the 
circumoral, nasolabial, and nasobuccal areas. 
During the first two phases, the eruption 
simulates, respectively, allergic eczematous 
(contact) dermatitis and seborrheic derma- 
titis. 

The dermatitis occurs chiefly in women 
in the ratio of approximately 19 to 1. In 
male patients fluorescent lights have, in 
three cases out of five, been the trigger 
agent. 

Most of these patients respond well to a 
combination of control of the seborrhea 
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capitis, employment of _light-preventive 
measures, and the administration of the 
new antimalarial drugs. 

The mechanism of the seborrheic status 
in sensitizing some individuals to light will 
be the subject of a subsequent study. 

2200 E. 18th Ave. (6) 
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The Etiology of Milker’s Nodules z 


CLAYTON E. WHEELER, M.D., and EDWARD P. CAWLEY, M.D., Charlottesville, Va. 


Milkers’ nodules is a self-limited, in- 
flammatory disease which is characterized 
by the appearance of nodules on the ex- 
posed skin surfaces of persons who milk 
cows. Important features in a consideration 
of the etiology of the disease will be pre- 
sented in this report in the following order: 
(1) historical note; (2) clinical and epi- 
demiological features of milkers’ nodules 
which suggest its etiology; (3) relationship 
of milkers’ nodules to vaccinia; (4) at- 
tempts to transmit milkers’ nodules experi- 
mentally; (5) comment, and (6) summary 
and conclusions. 


1. Historical Note 


A. Spurious (or False) Cowpox.—The 
writings of Edward Jenner suggests that 
the disease which is now called milkers’ 
nodules was either identical with or in- 
cluded in the disorder (or disorders) which 
Jenner called spurious cowpox.. Jenner dis- 
cussed the subject of spurious cowpox in 
four of his major writings and in several 
letters to his contemporaries."*® His writ- 
ings sometimes give the impression that he 
had in mind a single entity when he used 
the name spurious cowpox, while at other 
times they suggest that he included more 
than one disease or condition under this 
title. It seems likely that any inflammatory 
condition of the cow’s teats or udders 
which could be transmitted to the hand of 
the milker and which did not immunize 
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against smallpox was called spurious cowpox 
by Jenner. A number of the features of 
Jenner’s cowpox can also be used to char- 
acterize milkers’ nodules (low degree of 
contagiousness from cow to cow and cow 
to man, lack of systemic symptoms in man 
and cow, lack of phagedena, lack of de- 
structive properties and scarring, and fail- 
ure to immunize against smallpox.) 

B. Vaccine Rouge, or Paravaccinia.— 
Vaccine rouge, or paravaccinia, is another 
disorder which has been considered by 
some to be identical with milkers’ nodules. 
As described by Lipschiitz,?° paravaccinia 
has the following features in common with 
milkers’ nodules: (1) close resemblance 
clinically and microscopically; (2) failure 
to immunize against smallpox; (3) failure 
to produce disease in rabbit cornea; (4) 
lack of regular production of disease fol- 
lowing inoculation into man, and (5) pres- 
ence of the virus in calf lymph. Any defi- 
nite conclusions concerning the relationship 
of the two disorders, however, must await 
the. satisfactory isolation and comparison of 
the etiologic agent of milkers’ nodules with 
the etiologic agent of paravaccinia. 


2. Clinical and Epidemiological Features 


A number of clinical and epidemiological 
features suggest that milkers’ nodules is an 
infectious disease with a low degree of in- 
fectiousness and a high degree of derma- 
tropism. The material in this section is 
based upon an analysis of the data contained 
in 28 papers involving 89 patients with 
milkers’ nodules (including 8 cases ob- 
served by us.)!246,8-414,17-19,21-29,81-84 The 
data will be presented under the following 
headings: (A) geographic and seasonal dis- 
tribution; (B) epidemiology and nature of 
the disease in cattle; (C) relationship of the 
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onset of the disease in cattle to its appear- 
ance among milkers; (D) age of the milker 
and time spent in his occupation; (E) incu- 
bation period, location and number of les- 
ions in the milker, and (F) nature and 
course of the disease in man. 

A. Geographic and Seasonal Distribu- 
tion.—The disease in man has been re- 
ported from many courtries, some of which 
are Germany, France, Russia, Finland, 
Switzerland, Great Britain, Palestine, South 
Africa, Czechoslovakia, Italy, and Canada. 
In the United States the disorder has been 
reported from six states (Iowa, Delaware, 
Virginia, Tennessee, Louisiana, Minnesota) 
and it has been seen in at least two more 
(Michigan* and Wisconsin) from which 
formal reports have not been made. 
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herd, but it is not clear whether a given milk 
cow may have the disease more than once.’” 
Milkers’ nodules appears almost as com- 
monly in sporadic form on farms where a 
single cow or a very small herd is kept. In 
most instances, whether the herd is large 
or small, the disease arises from an un- 
known source, but it may be introduced by 
adding affected cows to a herd or by milkers 
who have had recent contact with diseased 
animals. Once introduced into a herd, it is 
possible that the disorder can be spread 
from cow to cow by the hand of the milker 
or by inanimate objects used in milking. 
The disease in the cow is characterized 
by several lesions on the teats and udders. 
The lesions progress through maculopapular, 
vesicular, pustular, and crusted phases, and 


TasBLe 1.—Month of Appearance of Thirty-Seven Cases of Milkers’ Nodules 
in Five States 








Virginia Tennessee 
sa. ia ai a 

2 2 

2 4 

1 

1 1 

4 
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Delaware Wisconsin Minnesota 
(1939) (1946-1954) (1939) 
1 
2 
3 1 
4 
3 2 





In the United States there were 37 cases 
from five different states iri which the month 
of appearance of the milkers’ nodules was 
known. 

The number of reported cases was much 
too small to draw any conclusions about the 
seasonal incidence in the United States, and 
the grounds for suggesting a seasonal in- 
cidence of the disease in Europe was even 
more tenuous because even fewer cases were 
reported from any given country or locality. 

B. Epidemiology and.Nature of Disease 
in Cattle——Milkers’ nodules sometimes oc- 
curs in epidemic form in large herds of 
milk cows.1* A few animals are involved 
at a given time, and the disease passes 
slowly through the herd until it finally dies 
out. It may recur in the previously affected 


* We have seen milkers’ nodules in Michigan. 
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heal with little or no scar formation in 
approximately two weeks. The lesions in 
the cow are not deep or phagedenic. The 
teats and udders may be tender during the 
acutely inflamed stages of the disorder, but 
the cow is not systemically ill. Microscopi- 
cally, the lesions in the cow appear similar 
to milkers’ nodules in man. 

It is said that milkers’ nodules does not 
affect beef cattle, but one of our patients 
apparently acquired his disease from a beef 
cow, and it may be that more frequent ex- 
aminations of the teats and udders of beef 
cattle would reveal the presence of the dis- 
ease in that animal. 

C. Relationship of ‘Onset of Disease in 
Cattle to Appearance Among Milkers.—The 
time relationships between the onset of the 
disease in the milkers and the appearance of 
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the disorder in the cows were known in 52 
patients. Fifty of the patients reported the 
appearance of lesions in the cow before 
their own disease became evident, and two 
of the patients reported lesions on their 
hands before lesions were noticed in the 
cow. 

D. Age of Milker and Time Spent in 
Occupation—The age range of the 89 
milkers at the time of onset of milkers’ 
nodules was 10 to 60 years. One-third of 
the milkers were under 20 and two-thirds 
were under 30 years of age. The number 
of years the patient had been engaged as 
a milker was known in 40 instances and of 
these, 31 had been milking less than a year 
and 9 more than a year. Vacation milkers 
and persons who had recently changed their 
vocations from some other job to milking 
were particularly susceptible to milkers’ 
nodules. When several milkers were ex- 
posed to a single diseased herd, only a small 
percentage of the milkers developed milkers’ 
nodules and those who did were usually 
younger persons or persons who had been 
milking cows a short period of time. 

E. Incubation Period, Location and Num- 
ber of Lesions.—The information concern- 
ing the incubation period (time between the 
exposure of the milker to an affected cow 
and the development of milkers’ nodules in 
the milker) has been obtained from in- 
stances in which a new, nonaffected milker 
was introduced into an already affected 
herd or an affected cow was added to a 
nonaffected herd. In addition, the inter- 
vals between skin injuries (calf bite, wire 
cuts, scratches). and the development of 
milkers’ nodules have been regarded as 
incubation periods. The “incubation period” 
determined by these methods was found 
to be 4 days on one occasion and 7 to 14 
days on several other occasions. However, 
under ordinary working conditions the dis- 
order was usually seen in the cow (or herd 
of cows) two weeks to several months be- 
fore it appeared in the milker (or milkers). 

Milkers’ nodules most frequently ap- 
peared on the fingers, hands, and wrists. 
The exact location of the lesions was known 
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in 54 patients. Forty-seven presented 
nodules on the fingers, hands, or wrists. 
Two had lesions about the hands and also 
on the forearms. The remaining five pa- 
tients had no lesions on the fingers, hands, 
or wrists (leg one, chin one, nose one, neck 
one, lip one). 


TaBLE 2—Number of Lesions per Patient 








No. of Lesions No, of Patients 

1 38 

2 17 

3 ll 

4 6 

5 2 

6 5 

11 1 

14 1 

15 1 

27 1 

80 1 
Several 5 





The number of lesions per patient which 
were found in the 89 cases are shown in 
Table 2. The commonest number of lesions 
was one, next two, and third commonest 
three, and it was unusual to find more than 
six lesions per patient. 

F. Nature and Course of the Disease in 
Man.—A mitkers’ nodule is a self-limited, 
inflammatory lesion which goes through 
macular, papular, vesicular, and crusted 
phases and heals without scar formation in 
four to eight weeks. The lesion begins as 
a tiny, red spot which enlarges at the 
periphery and becomes elevated at the 
center until a round or oval, dome-shaped 
or plateau-like, sharply demarcated nodule, 
1 or 2 cm. in diameter is produced. Oc- 
casjonally there is a history of antecedent 
injury to the skin at the site of the lesion. 
The uncomplicated disease is productive of 
few local symptoms, and the milker shows 
no evidence of systemic involvement. If a 
second attack of the disease occurs (one re- 
port suggests one patient had the disease 
twice 2*), it must be quite rare and there is 
no indication that the disorder spreads 
from man to man. 

Microscopically, a milkers’ nodule is an 
inflammatory lesion which presents a char- 
acteristic (though not diagnostic) appear- 
ance. The important microscopic features 
of the disease include heavy parakeratosis, 
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acanthosis, peg-like prolongations of the 
prickle layer into the dermis, edema of the 
dermis, profuse round-cell dermal infiltrate 
and pronounced proliferative changes of 
the small blood vessels. Subepidermal 
vesicles are sometimes present and small 
intraepidermal vesicles may develop. 


3. Relationship of Milkers’ Nodules 
to Vaccinia + 


The major similarity of milkers’ nodules 
to vaceinia is the apparent transmissibility 
of the two disorders from cow to man. The 
dissimilarities between milkers’ nodules and 
vaccinia are much more impressive. Milkers’ 
nodules in the cow differs from vaccinia in 
the lack of systemic symptoms, the more 
superficial and less destructive nature of 
the lesions, the lower degree of contagious- 
ness from cow to cow, the less clear-cut 
vesicular and pustular phases, and the re- 
latively less ballooning degeneration and 
intraepidermal vesiculation when the lesions 
are viewed under the microscope. 

Milkers’ nodules in man differs from vac- 
cinia in the lower degree of contagiousness 
from man to man and man to cow, the 
absence of systemic symptoms in the un- 
complicated disease, the lack of clear-cut 
vesicular and pustular phases, the lack of 
scar formation, the longer course of the 
disease, and the relatively less ballooning 
degeneration and intraepidermal vesiculation 
on microscopic examination. 

Attempts to transmit milkers’ nodules to 
experimental animals, using material from 
human or cow lesions, have resulted in fail- 
ure (see 4. Attempts to Transmit Milkers’ 
Nodules Experimentally). This observa- 
tion stands in sharp contrast to vaccinia, 
where it is relatively easy to transmit the 
disease to a large host of experimental ani- 
mals (mouse, guinea pig, rabbit, chorioal- 
lantoic membrane, etc. ). 

+ It is presumed by ‘the authors that vaccinia 
and cowpox are either identical or closely related 


disorders, and in this discussion the term vaccinia 
includes. cowpox. 
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Cross immunity does not develop be- 
tween milkers’ nodules and vaccinia (and 
smallpox) in man. Information concern- 
ing vaccination was available in 53 pa- 
tients who developed milkers’ nodules.1:?-+8 
9,12,13,17,18,22, 24,26,28,31-34 One of these pa- 
tients had had smallpox and been vaccinated 
five times before developing milkers’ 
nodules, and two had had smallpox and been 
vaccinated once. Three had had smallpox 
and had not been vaccinated. Four had been 
vaccinated three times, ten vaccinated twice, 
and twenty-four vaccinated once. Nine had 
never been vaccinated before the appearance 
of the milkers’ nodules. Twenty-three of 
the total group of fifty-three patients were 
vaccinated after they recovered from the 
milkers’ nodules. Four who had never been 
vaccinated had a nonimmune reaction on vac- 
cination after recovery from milkers’ nod- 
ules, and two who had never been vaccinated 
had an immune reaction. Four who had been 
vaccinated once got a nonimmune reaction 
on revaccination, and six who had been 
vaccinated once showed an immune reaction 
on revaccination. Six who had been vac- 
cinated two times and one who had been 
vaccinated three times before the appearance 
of the milkers’ nodule presented an immune 
reaction on revaccination after recovery 
from the milkers’ nodules. In man, there- 
fore, multiple vaccinations did not prevent 
the development of milkers’ nodules, and 
milkers’ nodules did not immunize against 
vaccinia. In addition, there was no evidence 
that previous vaccination produced partial 
immunity to milkers’ nodules (i. e., the 
milker who had been vaccinated had as 
many nodules as the unvaccinated milker 
and the duration of milkers’ nodules was 
uninfluenced by previous vaccinations). 

Milkers’ nodules in the cow occurs 
whether this animal has been vaccinated or 
not, and vaccination during an epidemic in a 
large herd has no effect on the course of the 
epidemic.**17 In addition, animals which 
have recovered from milkers’ nodules are 
not immune to vaccinia. 
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4. Attempts to Transmit Milkers’ 
Nodules Experimentally 


This section will be divided into two parts: 
(A) attempts of others to transmit the dis- 
ease experimentally and (B) our attempts 
o transmit the disease experimentally. 

A. Attempts of Others.—Material ob 

ined from lesions in the cow have been 
used in attempts to transmit milkers’ nodules 
o man (skin), cows (skin), rabbits (skin 
ra cornea), and embryonated hens’ eggs 
{chorioallantoic membrane), with negative 
or unconvincing results.'4:17-18 

Material obtained from lesions in man 
have been used in attempts to transmit 
milkers’ nodules to man (skin), rabbits 
(cornea, skin, testicle), guinea pigs (skin, 
foot pad, subcutaneous), mice (brain, skin, 
peritoneum), cows (skin), sheep (skin), 
embryonated hens’ eggs (chorioallantoic 
membrane), and chickens (combs) .?8:29-18.17, 
18,21,22,23,26 The majority of the results have 
been negative, and in our opinion the positive 
results have been unconvincing or incon- 
clusive, or there has been good reason to 
believe that the original nodule from which 
the material was obtained represented vac- 
cinia or ecthyma contagiosum rather than 
milkers’ nodules.®15:27,29,30,34 

B. Our Attempts.—Our attempts to trans- 
mit milkers’ nodules to experimental ani- 
mals will be described in succeeding para- 
graphs under three headings: (1) source of 
inocula; (2) method of inoculation of ex- 
perimental subjects, and (3) results of 
inoculations. 

1. Source of Inocula: A typical milkers 
nodule was surgically removed under sterile 
conditions from the back.of the left hand 
of a 14-year-old girl (Fig. ‘Y). The lesion 
was divided into two pieces which. were 
placed in sterile screw-cap test tubes and 
stored in the carbon dioxide icebox. After 
121 days of storage one of the specimens 
was removed, thawed and ground with phos- 
phate buffer at pH 7.4, containing 500 units 
of penicillin and 500y of stigptomycin per 
cubic centimeter (P and S buffer). This 
milkers’ nodule suspension was used to 
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inoculate rabbits, guinea pigs, mice, and the 
chorioallantoic membrane. 

' The inocula used in sheep were prepared 
from milkers’ nodules from three different 
patients as follows: 1. The milkers’ nodule 
from the 14-year-old girl, which had been 
stored i in the carbon dioxide icebox for 121 
days, thawed and refrozen for 23 days, was 
again thawed and ground with P and S 
buffer to make a suspension. 2. A milkers’ 
nodule from a second patient was stored in 
the carbon dioxide icebox for 12 days before 
it was thawed and a suspension was pre- 
pared by grinding with P and S buffer. 
3. A milkers’ nodule from a third patient 
was stored in a refrigerator (4 C) for five 
hours, when it was ground in P and S buffer 
and inoculated into sheep. 

All of the inocula were tested for growth 
of bacteria and fungi on blood agar, thio- 
glycollate broth, and Sabouraud’s agar, with 
negative results except for the following: 
1. Second-passage mouse brain grew out a 
Gram-positive bacterium (first- and third- 
passage mouse brain yielded no growth). 
2. The inocula from the third patient, used 
in sheep inoculations, contained a Gram- 
positive hemolytic Staphylococcus and a non- 
pathogenic fungus. 3. The inocula from 
the first patient, used in sheep inoculations, 
contained a nonpathogenic fungus. 4. Sec- 
ond-passage ascites tumor contained a 
Gram-negative bacterium. 

2. Method of Inoculation: (a) Rabbits. 
Each side of the abdomen of four female 
albino rabbits (one-half to three-fourths 
grown ) was shaved and scarified with sterile 
sandpaper ; 0.1 cc. of the milkers’ nodule 
‘suspension was dropped onto the scarified 
area on the right side of the abdomen and 
rubbed gently with a glass rod. The right 
cornea was scarified with a 25-gauge hypo- 
dermic needle, and 0.025 cc. of the nodule 
‘suspension dropped into the conjunctival sac. 
The left side of the abdomen and the left 
cornea of each animal were treated the same 
ias the right side except that the inoculum 
contained only P and S buffer. The animals 
were observed almost daily for 22 days and 
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Fig. 1—Milkers’ nodule of three week’s dura- 
tion on the dorsum of the left hand of a 14-year- 
old girl. Note the discreteness, the dome shape, 
and the target appearance of the lesion. 


occasionally thereafter for an additional 36 
days. 

(b) Guinea pigs. The procedure followed 
in the inoculation of four colored guinea 
pigs was identical to that described for the 
inoculation of rabbits. 

(c) Mice. Each side of the abdomen of 
five immature CF-1 mice was clipped with 
scissors and_ scarified with sandpaper. 
Milkers’ nodule suspension (0.025 cc.) was 
dropped on the right side of the abdomen 
and the same amount.of P and S buffer 
(without milkers’ nodule tissue) was 
dropped on the left or control side. At the 
same time 0.1 cc. of the milkers’ nodule 
suspension was injected into the peritoneal 


Fig. 3.—Photomicrograph of the lesion shown 
in Figure 1. Note the hyperkeratosis, parakera- 
tosis, and acanthosis. Intraepidermal and _ sub- 
epidermal vesicles are present, and there is a 
granulomatous infiltrate in the dermis. 
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Fig. 2.-Milkers’ nodule on the teat of a cow. 
A brown crust covers a round, eroded area. 


cavity. The mice were observed almost daily 
for 22 days and occasionally thezeafter for 
an additional 36 days. 

Five mature CF-1 mice were inoculated 
intracerebally with 0.025 cc. of milkers’ nod- 
ules suspension. Six days later the animals 
were killed, and the brains were removed and 
placed in the carbon dioxide icebox. Five 
days later the brains were thawed and 
ground with P and S buffer, and 0.025 ce. 
of this suspension was inoculated intra- 
cerebrally into five more CF-1 mice. Five 
days later these animals were killed, and the 
brains were removed and ground in P and S 
buffer. The second-passage brain suspension 
was inoculated intracerebrally into six more 


Fig. 4.—Higher-power photomicrograph of the 
lesion shown in Figure 3, showing the epidermal 
changes to better advantage, 
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CF-1 mice. The third-passage animals were 
observed for six days before being killed. 

Ehrlich ascites tumor was inoculated in- 
traperitoneally into five immature CF-1 
mice. Three days later each of these animals 
was inoculated intraperitoneally with 0.1 cc. 
of the milkers’ nodules suspension. Two of 
the five animals died from the ascites tumor 
under circumstances precluding the obtain- 
ing of material for further passage, but 
ascites fluid from three of the animals was 
pooled and 0.1 cc. inoculated intraperito- 
neally into five more CF-1 mice (second 
passage). Six days later, when all had de- 
veloped ascites, fluid was removed from 
each, pooled, and 0.1. cc. inoculated intra- 
peritoneally into five more mice. One died 
the next day (the second-passage inoculum 
was heavily infected), but the other four 
went on to develop ascites in the usual 
manner. 

(d) Chorioallantoic membranes. The cho- 
rioallantoic membranes of developing chick 
embryos were exposed with use of standard 
techniques. One-tenth of one cubic: centi- 
meter of milkers’ nodule suspension was 


-dropped onto the membrane and the egg 


reincubated at 35 C for three days. The 
membranes were then harvested, stored in 
the carbon dioxide icebox, and later re- 
moved, thawed, and ground with P and S 
buffer to make a new tissue suspension. 
Three serial passages were performed on 
the dates shown in Table 3, using the num- 
ber of eggs and controls as listed. P and 


TABLE 3.—Inoculation of Chorioallantoic 
Membr 





anes 
Age of No. of Eggs No. of 
Date Em \ Inoculated Control 
Days Eggs 
3-6-54 10 10 6 
3-13-54 10 10 7 
3-20-54 ll 10 6 





S buffer was used as the control inoculum 
in the first passage and normal chorio- 
allantoic membranes were ground to make 
a suspension for subsequent control inocula- 
tions. 

(e) Sheep. Two half-grown sheep, one 
male and one female, were used in this 
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portion of the experiment. The female had 
previously been inoculated with ecthyma con- 
tagiosum virus and had fully recovered from 
this disorder. The male had never served 
as an experimental subject. The smooth 
skin of the axillas, groins, and nipples were 
used as inoculation sites. The skin was 
scarified with sterile sandpaper, and 0.1 cc. 
of the milkers’ nodules suspension was 
dropped onto the skin surface, and the area 
rubbed gently with a pipette. On each ani- 
mal the inoculated sites were separated by 
some distance and a control site was scari- 
fied, but milkers’ nodule suspension was not 
introduced. In addition, the inoculum from 
one patient’s nodule was administered intra- 
dermally in the male animal. The sheep 
were observed almost daily for 26 days. 

3. Results of Inoculations: None of the 
inoculations resulted in changes which could 
be interpreted as specific'in any way. The 
sites of control inoculations of skin, cornea, 
and chorioallantoic membrane in all instances 
showed as much reaction as the sites of 
inoculation of milkers’ nodules suspensions. 
The intracerebral inoculation of mice re- 
sulted in some of the animals having mild 
symptoms of cerebral irritation, but this was 
as pronounced in the control animals as in 
those inoculated with milkers’ nodules 
suspension. There was no apparent influence 
on the course of the Ehrlich ascites carci- 
noma by the inoculation of milkers’ nodules 
suspension. 


5. Comment 


Milkers’ nodules has been reported from 
enough countries to make it seem likely 
that the disease is world-wide and that as 
physicians become more acquainted with the 
disorder it will be found in many of the 
countries not represented at this time. The 
question of a seasonal distribution of 
milkers’ nodules is still open and its answer 
must await the reporting of a larger number 
of cases. Becker (the first man to report 
milkers’ nodules in the United States) has 
suggested that milkers’ nodules is seen only 
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when the cows are on pasture.t He has also 
suggested that an insect vector or third host 
might be involved.’ A third host (other than 
cow or man) would conveniently explain 
the sporadic nature of the disorder and its 
appearance under circumstances that make 
it seem extremely unlikely that the disease 
was brought in from the outside by contact 
of either the cow or the milker with other 
cows or milkers. 

Milkers’ nodules is apparently contagious 
from cow to cow although the degree of 
contagiousness is low, as shown by the small 
percentage of the herd which is affected at 
one time and the slow rate of passage of 
the disorder through the herd. The bulk of 
evidence indicates that milkers’ nodules ap- 
pears first in the cow and later is trans- 
mitted from cow to man. Once man has 
acquired the disease from a cow, he can 
pass it back to other cows but, there is no 
good evidence that it can arise in man who 
has had no contact with cows. 

The evidence that man acquires milkers’ 
nodules from contact with the teats and 
udders of cows may be listed as follows: 
(1) Almost all patients with the disease 
have milked or handled cows; (2) the dis- 
ease is almost always seen for sometime in 
the cow before the milker contracts it; 
(3) the skin surface of the milker which is 
in closest contact with the cows’ teats and 
udders is by far the commonest location of 
the disease; (4) there is close similarity be- 
tween the disease in man and cow when 
lesions are examined under the microscope. 

The degree of contagiousness of milkers’ 
nodules from cow to man appears to be quite 
low because (1) only a small percentage of 
milkers who have been exposed to the af- 
fected cow contract the disorder §; (2) 
milkers’ nodules can be transmitted from 
cow to man in a week or less, but under 


tIt is interesting that Jenner thought spurious 
cowpox more prevalent when the cows were put to 
pasture. 

§ This may not be the proper interpretation of 
this fact because it may be that the milkers who 
do not contract the disease have been rendered im- 
mune by previous exposure, 
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usual working conditions the milker is ex- 
posed to the affected cow for two weeks to 
several months before developing milkers’ 
nodules ; (3) only a small number of lesions 
can be found on the milker in most in- 
stances. 

It is possible that immunity to milkers’ 
nodules can develop because (1) new milkers 
(young people, vacation milkers, persons 
who have switched jobs) are more likely 
to get the disease than persons who have 
been milking a long time; (2) only one 
mention of the disease appearing a second 
time in a milker can be found. 

There is no evidence that milkers’ nodules 
and vaccinia are related diseases (except 
that both affect man and cow), and there 
is considerable evidence that they are un- 
related. The major points of difference are 
(1) different pictures clinically and micro- 
scopically, (2) lack of cross immunity, and 
(3) difference in the ease of isolation of 
the etiologic agent. 

Bacteria or fungi probably do not cause 
milkers’ nodules, because cultures and stains 
of human lesions have been negative for 
these organisms (except in those instances 
when the nodules are secondarily infected 
with pathogenic bacteria). There have been 
no attempts (to our knowledge) to isolate 
or identify spirochetes or leptospira in hu- 
man lesions, although this possibility has 
been suggested by Sultzberger.|| A small 
point against a bacterial or spirochetal 
etiology of milkers’ nodules is the failure of 
milkers’ nodules to respond to antibiotic 
therapy. 


Because milkers’ nodules appears to be an | 


infectious disorder and because studies for 
bacteria and fungi have been negative, most 
investigators have tried to establish a viral 
etiology. Some have claimed inclusion bodies 


can be seen in the lesions, and two separate | 


groups have seen virus-like bodies on elec- 
tron microscopy. These findings suggest but 
in themselves do not prove that a virus 
causes milkers’ nodules. 


|| See Sultzberger’s discussion of paper by Nom- 
land and McKee.” 
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The few reports that a virus has been 
isolated from milkers’ nodules by animal 
transmission are open to question. In our 
opinion the positive reports are inconclusive, 
or there is good evidence to believe that 
the patient from whom the nodules were 
taken had ecthyma contagiosum or vaccinia 
rather than milkers’ nodules or that a virus 
was picked up in the course of the experi- 
ment as a laboratory contaminant. 

The great majority of the reports record 
the failure of the experimenter to isolate 
a virus from milkers’ nodules or to pass the 
disease to an experimental subject. These 
failures, however, do not mean that milkers’ 
nodules is not a virus disease because, among 
other possibilities, (1) the animal chosen 
for the experiment may not have been sub- 
ject to the disease (man himself is probably 
a poor host for milkers’ nodules because he 
usually develops a single rather indolent 
lesion and there is no evidence of man to 
man spread of the disease under its natural 
conditions.) ; (2) too few experimental ani- 
mals may have been used; (3) the materials 
from milkers’ nodules may have been col- 
lected at the wrong time (when secondary 
infection was present or too late in the 
disease when antibody was present in the 
serum of the lesion), and (4) there may 
have been improper storage (wrong tem- 
peratures, chemicals in storage vessels) of 
the materials before inoculation of the ex- 
perimental subject. Few articles iell how 
the material was collected or stored. 


6. Summary and Conclusions 


The relationship of spurious cowpox of 
Jenner and paravaccinia of Lipschitz to 
milkers’ nodules has been discussed. 

Clinical and epidemiological evidence has 
been presented to indicate that milkers’ nod- 
ules is an infectious disease with a low de- 
gree of contagiousness and a high degree of 
dermatropism. 

Evidence has been presented to indicate 
that vaccinia and milkers’ nodules are dis- 
tinct and separate disease entities. 

Attempts have been made by the authors 
to transmit milkers’ nodules to mice, rabbits, 
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guinea pigs, sheep, and the chorioallantoic 
membrane of the chick embryo, with neg- 
ative results. 

The attempts of others to transmit 
milkers’ nodules to experimental subjects 
have been discussed, and it has been con- 
cluded that the etiologic agent has not been 
isolated to the satisfaction of the majority 
of the workers. 


Addendum 


Inoculations of suspensions of the milkers’ 
nodule from the first patient studied experi- 
mentally into HeLa cells in tissue culture 
have failed to produce specific changes in 
spite of blind serial passage for three times 
and keeping cultures three weeks after 
inoculation. 


University of Virginia School of Medicine. 


ABSTRACT OF DISCUSSION 


Dr. Freperic T. Becker, Duluth, Minn.: I was 
a little hopeful that the presenters efforts would 
be fruitful in finding this etiologic agent. All 
evidence, as has been indicated, points to an as yet 
unknown virus as the causative factor, and Drs. 
Wheeler and Cawley have further supported this. 

Sonck and Penttinen have recently been able to 
transmit the infection from man to man. Nomen- 
clature of this alleged virus has been confusing 
even since the days of Jenner. Most investigators 
and the authors have shown conclusively that this 
disease is in no way similar to cowpox or vac- 
cinia (which are synomymous). The different 
clinical course, variant pathology, and the lack of 
immunity against smallpox and vaccinia after 
infection with milkers’ nodules are good evidence. 
Their dissimilarity is also shown by the lack of 
transmission of this infection to all animals. 

I believe that the names, “spurious” and “natu- 
ral cowpox” should not be used to denote this 
organisnt until it has been identified. The para- 
vaccine virus described by Lipschiitz at this time 
seems to be the most appropriate. 

In the cases I have observed over the past 20 
years, several clinical features have been noted. 
The infection is seasonal—August through Oc- 
tober—sporadic in its outbreaks, and, as the au- 
thors have noted, more frequent in the young or 
seasonal milker. In most instances, an abrasion of 
the skin surface is necessary for the disease to 
develop. 

I have theorized that there may be an inter- 
mediate host because of the season (when the 
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herds are out to pasture), the sporadic occur- 
rence of the infection, the few cattle infected, and 
also the inability of transmission of the disease 
directly to other animals. In order to find this 
organism, I believe that the material must be ob- 
tained from an early lesion. 

Dr. Herpert S. ALDEN, Atlanta: I have ob- 
served milkers’ nodules in a woman which differs 
from that reported today in that she still has her 
nodules after eight months. 

Dr. Crayton E. WHEELER: Dr. Becker men- 
tioned some work by Sonck and Penttinen. I 
think these workers have come closest to finding 
an etiologic agent for milkers’ nodules, but their 
work is not conclusive. They cut through a fresh 
nodule with a scalpel and, using the same scalpel, 
abraded one area and scarified another area on 
Sonck’s forearm. At each site Sonck developed a 
nodule which resembled a milkers’ nodule clini- 
cally. Later these workers tried to transmit the 
disease from Sonck to Penttinen with questionable 
success, 

Sonck and Penttinen’s work cannot be accepted 
as conclusive because (1) the experimental nod- 
ules were not studied microscopically; (2) the 
disease was not passed serially in satisfactory 
manner, and (3) the disease was not passed back 
to cows. 

However, I suspect an infectious agent for this 
disease can be found if one obtains suitable ma- 
terial, treats it properly, and inoculates it into a 
suitable host or cell (tissue culture). Man may 
not be the most suitable host because the disease 
in man is indolent and apparently does not pass 
from man to man under naturally existing circum- 
stances. 

I think it is entirely possible, as Dr. Becker 
has said, that a third host may be involved, be- 
cause it seems to me that this disease might die 
out if it were left to its propagation from man 
to man, cow to man or cow to cow. 
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Announcement 


COLORED ILLUSTRATIONS 


May we direct your attention to the colored illustrations facing page 174 of this 
issue of the ArcHives. They were produced by a new process. The result, in 


our opinion, is a better illustration, for the colors are truer and the picture much 
clearer. Then, too, they reproduce faithfully in reprints. 

Of major importance is the fact that with this process, the cost of reproducing 
an illustration is reduced considerably from the usual costs. Each case will vary, 
of course, but in most instances the cost will be considerably less per plate, and 
as many as eight illustrations can be put onto one plate. The ARcHIVEs is pre- 


pared to assume its share of this cost. 


Illustrations in natural color add immeasurably to the interest of an article. 
Only the high cost of such reproductions in this country has prevented more 
extensive use of them. Now that the cost is reduced, and it is tax-deductible, 
perhaps authors will be encouraged to make greater use of colored illustrations. 


Wheeler—Cawley 
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Clinical Notes, New Instruments and Techniques 


Misleading Patch Tests 


Report of Two Cases 


STEPHAN EPSTEIN, M.D., Marshfield, Wis., and HERMANN PINKUS, M.D., Detroit 


The following cases are reported because of 
some fallacies connected with the patch tests. 


Report of Cases 


Case 1.—A farmer’s wife, 51 years of age, was 
hospitalized because of a severely infected acute 
dermatitis of the face, neck, and arms. As the 
patient’s original dermatitis was suspected to be 
a contact dermatitis, numerous patch tests were 
performed, including oleoresins of weeds and 
molds.* Positive patch tests repeatedly were ob- 
served with oleoresins from Alternaria and Tri- 
chophyton gypseum. They consisted of erythema 
and swelling, reached a maximum after 48 hours, 
and faded away after two more days. There was 
never an eczematous dermatitis or vesiculation. 
Intradermal tests with commercial Alternaria and 
Trichophyton extracts produced minor delayed 
reactions, consisting of small papules of a few 
millimeter in diameter. Several other intradermal 
tests caused similar delayed reactions. 

Histological Examinations—Biopsy was done 
at the site of a patch test reaction provoked by 
the Alternaria oleoresin extract after 48 hours. 
No epidermal changes were present, except on 
the neck of hair follicles, where there was’ slight 
spongiosis and transmigration of leukocytes. The 
upper and middle corium showed considerable 
perivascular lymphocytic infiltrate, and there were 
quite a few eosinophils. 

The delayed reaction to an intradermal test 
with Alternaria, on which biopsy was also done 
after 48 hours, showed grossly similar changes. 


Submitted for publication June 7, 1956. 

Department of Dermatology, Marshfield Clinic 
(Dr. Epstein); Department of Dermatology, 
Wayne University College of Medicine (Dr. 
Pinkus). 

* The mold oleoresins had been prepared and 
made available to us by Dr. Homer E. Prince 
and Dr. Marie B. Morrow. The method by which 
these mold oleoresins were produced has been 
described elsewhere.’ 
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The infiltrate was more pronounced and con- 
tained a high percentage of polymorphonuclears, 
but only occasional eosinophils, 

Comment.—The patient’s dermatitis must be 
considered a contact dermatitis. However, clin- 
ically and histologically it does not fit the ecze- 
matous epidermal form (“epidermitis”). Probably 
it has to be grouped with those cases of contact 
dermatitis due to dermal-delayed _ sensitivity 
(“dermitis”), although the fleeting erythemato- 
urticarial character of the dermatitis is unusual. 

At first we considered contact sensitivity to 
Alternaria. However, further patch tests with 
differenf Alternaria and Trichophyton extracts 
were repeatedly negative. Then it occurred to us 
that the dermatitis produced by the first mold ex- 
tracts resembled strikingly a nonvesicular dermati- 
tis which had occurred on the back and shoulders 
of the patient shortly after admission. This derma- 
titis was easily traced to contact with a rubber 
pad which had been used to prevent wetting of 
the pillow. Patch tests with various types of 
rubber showed positive reactions to several of 
them. This observation led to the suspicion that 
the apparently »ositive mold patch tests might 
be due to rubber sensitivity, an assumption which 
proved to be correct. The acetone solutions of 
the mold oleoresins had been transferred from 
the original cork-stoppered bottles to vials with 
pipettes with rubber bulbs. When patch tests 
with the Alternaria acetone solution from the 
original cork-stoppered bottle were performed, 
they were negative. We suspected that during 
the performance of the patch tests some of the 
acetone solution got into the rubber bulbs through 
the pipettes and in this way contaminated the 
solution. When patch tests were performed with 
acetone which repeatedly had been aspirated into 
the rubber bulb, they actually produced the same 
erythematous dermatitis, whereas acetone itself 
did not give any reaction. Thus it was an ace- 
tone-soluble fraction of rubber which had con- 
taminated the Alternaria and Trichophyton vials 
and was responsible for the positive patch tests. 
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MISLEADING PATCH TESTS 


One can only speculate that the delayed reaction 
to the intradermal test with Alternaria may also 
have been due to the patient’s rubber sensitivity, 
because the histologic picture resembled so closely 
that of the rubber patch test, and some intra- 
dermal tests with other molds and fungi pro- 
duced similar results. All these extracts had been 
stored in rubber-stoppered vials; therefore con- 
tamination with rubber may have occurred. 
However, we were not able to follow this through. 

CasE 2.—A woman, 27 years of age, suffered 
from an eczema of the external ears for 10 
years, apparently on a seborrheic-infectious base. 
The history suggested several episodes of second- 
ary contact dermatitis from external medica- 
tions. The last medication used was Neo-Cortef 
ointment. Patch tests showed strong reactions 
to a skin lotion, to a previously used ointment, to 
Neo-Cortef, and to Cortef ointment. Further 
patch tests were done to establish to which con- 
stituent of the Neo-Cortef ointment the patient 
was sensitive. Neo-Cortef ointment consists of 
hydrocortisone and neomycin in an ointment base, 
and Cortef ointment, of hydrocortisone without 
neomycin. As the patient did not react to other 
hydrocortisone-containing ointments, sensitivity to 
this chemical could be excluded. The positive 
patch tests to both Neo-Cortef and Cortef oint- 
ment suggested sensitivity to the ointment base; 
this was confirmed by a positive patch test to the 
base of these ointments. As a patch test with 
another neomycin-containing ointment (Hydro- 
derm) was negative, sensitivity to neomycin 
seemed excluded. However, the last aggravation 
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of the patient’s dermatitis reminded us of other 
cases of contact dermatitis from neomycin (Ep- 
stein?*) ; it had been shown that patients may be 
allergic to neomycin in spite of negative patch 
tests, as this sensitivity usually is based on dermal 
delayed rather than epidermal sensitivity. This 
suspicion proved correct; intradermal tests with 
neomycin gave strongly positive delayed reactions. 

Comment.—An orthodox analysis of the patch 
tests would have incriminated only contact sen- 
sitivity to the ointment base of Neo-Cortef. 
Awareness of delayed dermal sensitivity to drugs 
revealed that the patient was sensitive both to 
the ointment base and to neomycin. 


Summary 


Two cases of contact dermatitis are reported 
where patch tests were misleading in some re- 
spects; luck and perseverance revealed the real 
or complete causation. 

Marshfield Clinic. 
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Cutaneous Cryptococcosis 


Presentation of a Case and a Review of Previously Reported Cases 


ROBERT L. BRIER, M.D.; COLEMAN MOPPER, M.D., and JULIUS STONE, M.D., Detroit 


The first case of cryptococcosis (torulosis) was 
described in 1895 by Busse and Buschke from 
Grifswald, Germany. This was a case of a tibial 
abscess with regional lymphadenitis.. The usual 
form of the disease is the generalized systemic or 
cerebrospinal type. The cutaneous involvement is 
recognized infrequently, and the literature con- 
tains few authentic examples.** Primary cutaneous 
cryptococcosis in which the skin lesions are the 
only manifestation of the disease without a pre- 
ceding generalized involvement is very rare.° 


Report of Case 


A 60-year-old white man from Detroit first 
developed a “boil” beneath the left ear. This was 
treated with antibiotics and a sulfonamide drug, 
but to no avail. A biopsy was performed in Sep- 
tember, 1955, and was reported by a general 
pathologist as follows: “Ruptured infected se- 
baceous cyst, no evidence of malignancy.” Con- 
siderable drainage occurred from the _ boil-like 
lesion, and new lesions developed on the left ear, 
cheek, and neck. Past history revealed that a 


Submitted for publication May 25, 1956. 
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complete physical examination including neuro- 
logical examination was normal, and a fluoroscopy 
of the chest was negative in August, 1955. 

We saw the patient for the first time on Dec. 
29, 1955, at which time he presented crusted and 
ulcerative lesions scattered over the face, left ear, 
and left side of the neck. The lesions were dis- 
crete yellow crusted areas surrounded by an 
erythematous border with suggestive miliary 
abscesses. Removal of the crusts revealed a puru- 
lent material, but there was no gross deep in- 
flammatory reaction. In the differential diagnosis 
the following diseases were considered: blasto- 
mycosis or other deep fungous infection, lupus 
vulgaris, halogen dermatitis, and discoid lupus 
erythematosus with superimposed pyoderma. 

Treatment was started with chloroquine, 250 mg. 
t.i.d. orally, and chloramphenicol cream locally, 
A biopsy specimen was reported by Dr. Hermann 
Pinkus as follows: “The section shows pseudo- 
epitheliomatous proliferation of the epidermis 
with many abscesses in the pockets. Underneath 
there is a dense granulomatous infiltrate consisting 
of two zones: an inner zone near the epidermis 
consisting mainly of epithelioid cells, and other 
histiocytes with some multinucleated giant cells, 
and an outer zone consisting of lymphocytes with 
a sprinkling of eosinophiles, plasma cells, and 


Cryptococcus in sec- 
tions stained with the 
periodic acid-Schiff pro- 
cedure. A, cryptococci 
lying free or embedded 
in macrophages and giant 
cells in an intraepidermal 
abscess; reduced about 
1/6 from mag. X 400. 
B, isolated and budding 
micro-organisms __(indi- 
cated by arrows) in 
granulation tissue deeper 
in the corium; reduced 
about 1/6 from mag. 
X 400. 
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CUTANEOUS CRYPTOCOCCOSIS 


mast cells. In the histiocytic zone there are very 
numerous small round or elongated bodies either 
singly or in groups of varying size. Most of them 
are surrounded by a large clear zone suggesting a 
capsule. Practically all of them are intracellular, 
mostly in large macrophages and multinucleated 
giant cells. 

On Jan. 12, 1956, the patient had improved. 
Culture tests were performed by the mycology 
laboratory at Henry Ford Hospital, and reported 
as Cryptococcus neoformans. Skin tests were per- 
formed on Jan. 26, 1956, and reported negative to 
histoplasmin, coccidioidin, and old _ tuberculin. 
Physical and neurological examinations were nega- 
tive. 

Jan. 31, 1956: Chest x-ray negative; RBC 
4,660,000, WBC 4,500, Hb. 12.5 gm. per 100 cc. 
(93%); differential: polymorphonuclears 80%, 
lymphocytes 20%. 

Feb. 11, 1956: Patient was seen at weekly inter- 
vals and continued to show improvement. Because 
of the improvement chloramphenicol cream was 
continued, and chloroquine was reduced to b.i. d. 


Comment 


This appears to be a case of primary crypto- 
coccosis of the skin. There is considerable debate 
as to whether primary cryptococcosis of the skin 
occurs. Buschke and Joseph” distinguish between 
a primary form of cutaneous cryptococcosis and 
a secondary form in which cutaneous lesions ap- 
pear as a result of spread from inner organs. It 
has been found that infection of visceral organs 
other than the brain may remain obscure for con- 
siderable periods, and therefore all cutaneous 
manifestations of the disease may be the result of 
metastatic spread from visceral foci. 

The types of cryptococcic cutaneous lesions are 
acneiform, papular, and nodular ulcerative types 
of abscesses, and superficial granulomas. Only the 
acneiform lesions have occurred with sufficient 
regularity to be of possible diagnostic significance.” 
Cryptococcosis has been reported from Germany, 
France, Italy, New Zealand, Australia, Japan, the 
Philippines, the Dutch East Indies, South America, 
and the United States.” Linell™ reported the first 
case from Sweden, with both systemic and cuta- 
neous involvement. 

Sixteen cases of cutaneous involvement with 
cryptococcosis have been reported, and to this total 
may be added the case reported in this paper. The 
cases included are only those in which studies have 
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proved the causative organism to be Cryptococcus 
neoformans. Cawley, Grekin, and Curtis” pre- 
sented an extensive review of the literature. 


Summary 


A case of cryptococcosis of the skin is presented, 
with a review of the previously reported cases. 


14633 E. Seven Mile near Gratiot (Dr. Mopper). 
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Hypertrophic Lichen Planus Treated by Local 


Injection of Prednisolone 


ANTHONY DOMONKOS, M.D., New York 


This report concerns the successful treatment 
of the hypertrophic type of lichen planus by the 
local injection of prednisolone suspension. Cessa- 
tion of severe pruritus and the involution of 
hypertrophy in these lesions were accomplished 
in all lesions treated by this method. 


Method 


A sterile aqueous suspension containing 25 mg. 
per cc. prednisolone * was used. It was found 
that the 24-gauge hypodermic needle allowed the 
particles in suspension to pass through without 
stoppage. The lesions were treated at weekly in- 
tervals, and no more than 1 cc. (25 mg.) of the 
prednisolone suspension was injected in one week. 


Received for publication May 26, 1956. 
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*The prednisolone suspension (Meticortelone) 
used in this study was supplied by Dr. Harry 
Pifer, Division of Clinical Research, Schering 
Corporation, Bloomfield, N. J. 


The amount injected into any one lesion varied 
from 0.3 cc. to 0.5 cc. 


Treatment 


Three patients with typical lesions of lichen 
planus of the verrucous or hypertrophic type were 
treated. One patient was a Negro housewife, age 
42, with some 30 lesions on the’ lower limbs, 
varying in size from 6 mm. to 18 mm. in diameter. 
The lesions were markedly elevated, and the clini- 
cal diagnosis was corroborated by histological ex- 
amination. : 

The lesions had been present for four years 
and were refractory to various forms of therapy 
for the past two years. Treatment had consisted 
of 18 injections of bismuth subsalicylate and in- 
jections of crude liver extract at weekly intervals 
for 20 weeks. Locally, various ointments contain- 
ing salicylic acid and tar did not produce relief 
from symptoms of pruritus. Fractional doses of 
x-ray produced no change in the lesions. 

Treatment was started by using a total of 1 
cc. prednisolone weekly. It was possible to inject 





Untreated lesion marked by arrow. The others are treated lesions. 
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SHIELD FOR X-RAY THERAPY 


three to five lesions with this amount. Marked 
improvement was seen in most lesions after one 
injection, and no lesion required more than three 
injections at weekly intervals. As a- control, one 
lesion was injected intradermally with 0.3 cc. 
isotonic saline solution three times at weekly in- 
tervals. This patient was presented before the 
Metropolitan Dermatological Society before and 
after treatment. 

Two other patients were similarly treated. One 
was a white housewife 36 years of age and the 
other was a white man 67 years of age. In these 
cases response to treatment was as marked as was 
that of the first patient treated. 


Results 


Subjectively, the patients noticed marked 
diminution of pruritus within three days after 
injection. After one week the lesions injected 
were considerably flattened. Some lesions required 
only one injection, and the maximum number of 
injections in any one lesion was three. 

All treated lesions involuted completely, al- 
though pigmentation of the lesions has remained 
three months after treatment was stopped. No 
involution of lesions or cessation of pruritus oc- 
curred in those lesions treated by the injection 
of isotonic saline solution. 


115 E. 61st St. 


A Convenient Shield for X-Ray Therapy About the 


Head 


HERBERT J. BERNHARDT, M.D., Garden City, N. J. 


I have found that the technique of administer- 
ing superficial x-ray therapy in benign conditions 
of the face such as acne vulgaris is considerably 
simplified by the use of the’ illustrated special 
shield. 

This shield eliminates the possibility of slipping 
and completely protects the ears and hair-bearing 
areas from the possible harmful action of the 
x-rays. It is cut from a single sheet of lead foil 
in the pattern indicated in the accompanying dia- 


Submitted for publication June 13, 1956. 


gram. Shields may be made slightly larger or 
smaller than this to accommodate unusually large 
or small heads, br* this size shield will suffice for 
at least 85% of the patients treated. It is quickly 
placed, the chin strap fastened, and the free edges 
molded about the anterior scalp line. Several sec- 
onds are all that are necessary for the correct 
placement of this shield. 

The accompanying photograph shows the shield 
in place and the patient ready for x-ray therapy. 


821 Franklin Ave. 





Bernhardt 
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Familial Congenital Defect of the Scalp 


LAWRENCE FRANK, M.D., and ARTHUR RUBY, M.D., Brooklyn 


The following report of a mother and two 
children with familial congenital defect of the 
scalp is presented because 1. It is an extremely 
rare condition. 2. It has never been reported be- 
fore in the dermatologic literature. 3. The familial 
aspect helps evaluate previous theories as to the 
etiology of congenital defect of the scalp. 


Report of Case 


A mother and two children were seen because 
all three had an area of atrophic, cicatricial 
alopecia on the vertex of the scalp since birth. 
The mother stated that she was born with a 
“raw” area which healed, leaving a circular, de- 
pressed area of alopecia about the size of a 
quarter at the vertex. At the age of 8, for cos- 
metic reasons, a plastic repair was attempted and 
was partially successful. Both children, girls, aged 
4 years and 1% years, were born with heart- 
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Fig. 1.—Mother. 





shaped defects of the scalp in the same area as 
the mother. At birth both areas were “raw,” and 
the epidermis was apparently missing. This healed 
after two or three weeks, leaving a whitish, 
atrophic area of alopecia. This area was bound 
to the skull, which felt rough and irregular to 
the touch. X-rays of the younger child did not 
reveal any bony defect or abnormality. Light 
touch and pain sensation were diminished in the 
involved areas of both children. All three were 
presented before the Brooklyn Dermatologic So- 
ciety, May 8, 1956. None of the members had 
ever seen or heard of this condition previously. 

One of us (A.R.) saw both children at birth 
and described the condition then as a raw, granu- 
lating defect which epithelialized over slowly 
during a two-week period. Labor was normal in 
both children, and forceps were not used. 


. 


Comment 


Anderson and Novy,’ in a comprehensive article, 
presented four cases of congenital defect of the 
scalp and thoroughly reviewed the literature. 
Sutton,? discussing primarily congenital defect of 


Fig. 2—Sister. 
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FAMILIAL CONGENITAL SCALP DEFECT 





Fig. 3.—Child. 


the abdominal walls, also mentions congenital de- 
fects of the scalp. The greater majority of re- 
ports are in the pediatric* and the obstetric and 
gynecologic‘ literature. The familial aspect is 
extremely rare. Only two cases have been reported 
where the condition is familial. Burger* reported 
two cases occurring in the same family, and 
Schultze * reported the condition in a mother and 
child. 

The theories as to the cause are varied. One 
theory is that there is a persistence of adhesions 
between the amnion and the fetal skin. With 
accumulation of amniotic fluid such bands are 
torn loose from the skin of the fetus and a cuta- 
neous defect remains. Another theory is that 
such defects are due to arrested development. The 


Frank—Ruby 


dorsal midline of the scalp is subjected to im- 
portant rearrangements, and anomalies in the area, 
in theory, should not be rare. Pressure scars and 
intrauterine healing of angiomata have also been 
considered. The familial aspect makes the theory 
of a defect due to arrested development most prob- 
able. A mortality of about 20% in these cases,’ 
with most deaths due to meningitis, is an im- 
portant consideration and makes this more than 
just a medical oddity. 


Summary 


A case of familial congenital defect of the scalp 
is reported in a mother and two children. 

The etiology is discussed in the light of the 
familial nature of this condition. 


55 Rugby Rd. (26). 
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Dermabrasion for Vitiligo 


L. J. A. LOEWENTHAL, M.D., Johannesburg 


Pegum?* has drawn attention to the therapeutic 
implications, in vitiligo, of the dual system of 
melanocytes in the human skin. It frequently 
happens that vitiligo affects only the system sit- 
uated in the basal layer of the epidermis, while 
that belonging to the hair bulbs and responsible for 
the pigmentation of hair is unaffected. In such 
cases, in brunets, pigmented hairs may be seen 
in the vitiliginous areas. On theoretical grounds 
Pegum postulated that “if the epidermis from a 
patch of vitiligo with dark hair is removed, leav- 
ing the hair roots intact, regeneration from the 
hair follicles should result in re-pigmentation of 
the patch.” In attempts to produce this result 
epidermis was removed by the Thiersch-graft 
method and by various forms of blistering. Where 
success was achieved pigment was seen first at the 
hair follicles and later coalesced to cover the 
entire area. In one case repigmentation was main- 
tained for eight months, in another there were 
signs of fading after six months. Among other 
methods suggested, but not tried, by Pegum was 
the “sandpaper technique.” 

In view of the above it was decided to apply 
the Kurtin technique of dermabrasion to three 
cases of vitiligo in whom black hairs were present 
in the patches. In all three pigment was visible 
at the mouths of hair follicles after three weeks 
and increased during the next month. The illustra- 
tion shows the appearance of one case seven weeks 
after dermabrasion of a three-year-old patch of 
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Patch of vitiligo 
seven weeks after derm- 
abrasion by the Kurtin 
technique. 
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vitiligo. Complete repigmentation, except for three 
small marginal areas which had obviously been 
missed in planing, was seen in three months. 
These areas were planed again, but the patient had 
to leave for Europe shortly afterwards, and has 
not been seen since. 

It is to be noted that all three cases were planed 
during freezing with ethyl chloride and a blower; 
this degree of refrigeration obviously does not 
damage the melanocytes, as apparently happened 
when Pegum used carbon dioxide snow to remove 
the epidermis. 

The object of this note is to draw attention to 
a possible method of treating some cases of 
vitiligo by dermabrasion, as adumbrated by 
Pegum. It is still too early to judge whether re- 
covery is temporary or permanent. 

Norte: Since this paper was submitted for pub- 
lication Grinspan, Calandra, and Fairman (Grin- 
span, D.; Calandra, R., and Fairman, J.: J. 
Invest. ,Dermat. 26:243 [April] 1956) have re- 
ported repigmentation after vibra-puncture into 
areas of vitiligo. It seems possible that this 
method depends for its success on the same prin- 
ciple as dermabrasion, and it is noteworthy that 
the areas which responded best were those where 
black hairs are commonly present. 

209 Jeppe St. 
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“Pilonidal”’ Sinus of the Sole 


COMDR. JAMES F. MORRELL (MC), U. S. N. 


The opinions or assertions contained herein are 
the private ones of the writer, and are not to be 
construed as official or reflecting the view of the 
Navy Department or the Naval Service at large. 

In the last 10 years there has been some in- 
terest in the correlation of the classical postanal 
pilonidal sinus with pilonidal sinuses elsewhere.** 
It appears fairly well established that the presence 
of hairs in all these lesions is accidental; that is, 
they are introduced from the outside. 

In 1950 Schulze® reported the presence of hair 
as a foreign body in the sole. Some recent clini- 
cal observations of mine indicate that this may 
not be as rare a condition as the paucity of sim- 
ilar reports might indicate. 

On May 7, 1956, a 40-year-old housewife re- 
ported to the hospital seeking aid for a tender 
lesion on the right sole. She stated that she and 
her husband frequently had dog hairs imbedded 
in their soles but that a little of the hair always 
protruded so that it could be plucked out easily. 
Never had one become completely imbedded. 

Examination revealed a calloused lesion on the 
sole just anterior to the metatarsal heads and 
proximal to the toes, between the first and second 
toes. The calloused area was about 3 mm. in 
diameter on the surface, but on paring this off a 
clear callus about 1 mm. in diameter was seen. 


, Squeezing the full thickness of the skin under the 
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callus caused some discomfort. The callus was 
further pared, and a small dark spot could be 
seen in the depths of the callus. With further 
paring and teasing it was finally possible to break 
through the callus and identify the end of a fine 
dark hair. This was extracted with tweezers and 
proved to be a dog hair, “one of Mollie’s hairs,” 
about 8 mm. long and slightly curved. The hair 
appeared to have penetrated perpendicularly and 
deeply and was not curled up or lying parallel 
to the skin surface. 

This case was reported orally at a staff con- 
ference, and after the conference one of the gtaff 
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physicians stated that he and his wife had not 
infrequently extracted dog hairs from their soles 
but that they had never had a completely im- 
bedded hair. 

It is of interest that the hair was fine and soft 
and not stiff or bristly and that the deep end 
was finer and lighter in color than the superficial 
end. It is a matter of speculation whether the 
hair entered a sweat duct or penetrated intact 
epidermis. In any case it may be assumed that 
the force that caused the penetration was a sud- 
den direct pressure in the long axis of the hair. 

In view of the history of repeated such occur- 
rences in these two families plus Schulze’s ex- 
perience, it is considered that imbedding of hairs 
in the sole is not rare but that complete penetra- 
tion is not usually the rule. However, in small 
calluses of the foot which do not overlie bony 
prominences, and where the lesion cannot be identi- 
fied as a wart, the possibility of an imbedded hair 
should be considered, especially in dog owners. 

Present address: The Hempstead Medical Cen- 
ter, 230 Hilton Ave., Hempstead, N. Y. 
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Tinea Pedis as a Source of Infection in the Family 


STEPHEN ROTHMAN, M.D.; GRACE KNOX, M.S., and DOROTHY WINDHORST, M.D., Chicago 


A housewife was first seen in our dermatology 
clinic on March 3, 1956, because of a “rash on 
the left buttock” which had been present for nine 
months, Originally small, this lesion had gradually 
enlarged but had not spread to other regions of 
the body surface. At the time of onset, July, 
1955, the weather was warm, and the patient was 
in the first trimester of her second pregnancy. 
After she had been delivered of a healthy boy by 
Cesarean section in January, the eruption persisted 
and showed further slow growth. She attempted 
to treat the eruption with alcohol and with petro- 
latum (Vaseline) without any success. The lesion 
was moderately pruritic. The patient denied hav- 
ing had any earlier skin diseases. 

On examination, a clinically rather typical tinea 
circinata with an active scaling border was seen 
on the left buttock (Figure). Direct examination 


of the infection at this rather unusual site, the 
patient stated that her husband had “athlete’s 
foot,” and although it never bothered him, he had 
been treating it daily with different preparations 
by placing his foot on the toilet seat in the bath- 
room. 

We asked the husband to come in for an ex- 
amination, which he did on April 24, 1956. In the 
meanwhile, Trichophyton rubrum grew out from 
the material taken from the buttock lesion of the 
patient. 

The husband displayed a rather typical onycho- 
mycosis of the right third toenail, with separation 
of the medial distal corner, lamellation, and flak- 
ing. Scrapings of this toenail yielded positive 
KOH preparations, and T. rubrum grew out from 
them in culture. In addition, the husband had a 
hard, hyperkeratotic ridge around both heels and 





of peripheral scales in KOH preparations showed 
numerous fungous filaments. 
When we inquired about the possible source 
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slight scaling in the last interspaces of both feet. 
Direct examination of scrapings from the heel was 
positive for filamentous fungi, but no growth 
was obtained from this material in culture. Scrap- 
ings from the last interspaces were KOH positive, 
and on culture T. rubrum grew out from material 
taken from the last interspace of the left foot. 
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TINEA PEDIS AS SOURCE OF INFECTION 


Comment 


In this case, ‘an obviously trivial event had oc- 
curred. The husband, placing his foot on the 
toilet seat, had shed scales or trimmed nail frag- 
ments containing live fungi, and they infected 
the wife’s buttock when she sat on the same 
toilet seat. The reason for publishing such a 
trivial event is the recent revival of the view that 
“athlete’s foot,” for all practical purposes, is not 
a contagious disease and that public health 
measures attempting to prevent spread of fungous 
disease are ill-conceived.** We are perfectly aware 
that take of a superficial fungous infection de- 
pends on many susceptibility factors and that, 
therefore, experimental reproduction of the 
natural infection is difficult and equivocal. We 
are in perfect accord with the view that local 
and systemic factors of susceptibility should be 
studied. Prevention of infection and of clinical 
disease certainly could be aided by elimination of 
the susceptibility factors, thereby increasing resis- 
tance to infection and/or to clinical disease. But 
it amounts to pouring out the baby with the bath 
water to declare measures designed to prevent 
infection as “largely useless.”* Inefficiency of 
such measures in the past should not prevent us 
from searching for better preventive methods and 
public health measures. Neither should we neglect 
preventive measures in the family. 

In our case local susceptibility factors might 
have been pressure, heat, and possibly moisture 
on contact with the toilet seat. While it would 
have been difficult to eliminate these factors, in- 
fection certainly could have been prevented, had 
the husband placed his towel on the toilet seat 
before putting up his foot. 

It might be said that our case has been an “ex- 
ception to the rule,” and this might be true. How- 
ever, our case clearly shows that the danger of 
spreading superficial fungous infections in the 
family does exist, and that instructions to the 
patient on how to avoid such spread are in order. 
In our opinion, sharing towels, bath mats, slip- 
pers, etc, in a family with a member afflicted 
with tinea pedis should be discouraged, and the 
contagiosity of this condition should not be mini- 
mized. 


Rothman et al. 


Actually T. rubrum infections are most noto- 
rious for depending almost exclusively on sus- 
ceptibility factors,~* and hardly ever can the 
infection be traced or the contagiousness demon- 
strated. In our case, however, just this organism 
proved to be transferable. 


Summary 


A case is reported in which T. rubrum infection 
of nail, heel, and interspaces of the husband was 
transmitted to the wife. The husband treated his 
infection by placing his foot on the toilet seat, 
and the wife acquired a tinea circinata of the left 
buttock caused ty the same organism. It is em- 
phasized that such <vents can be prevented if the 
patient is aware of the contagiousness of 
“athlete’s foot.” 

950 E. 59th St. (37). 
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SHOULD TOPICAL HYDROCORTISONE PREPARATIONS BE SOLD WITHOUT PRESCRIPTION? 

To the Editor: I am sending you this report in response to your request. 

The Food and Drug Administration’s hearings, “in the matter of hydrocortisone and 
hydrocortisone acetate ointments and lotions, exemption from prescription-dispensing re- 
quirements,” were held from Aug. 15 to Aug. 17, 1956, in the Health, Education and Welfare 
B:.iding in Washington, D. C. These hearings reflected the democratic process of this 
country operating at its very best. The hearings were open to the public, and anybody, with 
the necessary credentials, could testify or cross examine witnesses. Mr. Leonard D. Hardy, 
Hearing Examiner, conducted the hearings with great fairness and ingenuity. He stated 
that such hearings have not been held before and that the rules of procedure would have 
to be developed as the hearings proceeded. In any: case, anybody could talk at any length— 
but under oath. One prominent figure of the hearings was Mr. Alvin L. Gottlieb, a young 
lawyer, of the F.D.A. Beyond his legal adroitness he was so familiar with the physiology 
of the adrenal cortex, its metabolic effects, and with the therapeutic aspects of cortico- 
steroids that many of us doctors might have envied him. His questions were always clear 
and_to the point. I heard later on that he prepared these hearings for many months. Another 
outstanding figure was Dr. Albert H. Holland Jr., a top medical expert, not only in food 
and drug administration affairs, but in all public health matters as well. 

The application for permission to sell topical hydrocortisone preparations across the 
counter without doctor’s prescription originated, among others, with large pharmaceutical 
houses manufacturing hydrocortisone. In their testimonies, however, the medical directors 
of three major companies, Upjohn, Pfizer, and Merck, restricted themselves with exemplary 
objectivity to the presentation of the pertaining data of the literature and of some hitherto 
nonpublished experiments performed in the research laboratories of their firms. In these 
reports, one could not detect any intention to influence the F.D. A. in favor of the applica- 
tion. My impression was that these firms, at least at the time of the hearings, were not 
particularly eager to obtain the permission for unrestricted sale. In contrast, representatives 
of some firms which purchase hydrocortisone elsewhere but make up the ointments and 
lotions themselves were rather stubborn if not obnoxious in cross-examining witnesses. 
They asked questions with the obvious purpose of demonstrating that no harm could arise 
from across-the-counter sale of topical hydrocortisone preparations. 

Among the testimonies by dermatologists, the representative of the New York Skin and 
Cancer Unit and New York University Medical Center reported on more than 90,000 patients 
seen by 99 specialists. Al! these patients were treated with topical hydrocortisone prepara- 
tions for various conditions and for various lengths of time. Many of them continued this 
treatment for many months and over large surfaces. No undesirable side-effects were 
observed in this group. Mr. Robert E. Abrams, the representative of the American College 
of Apothecaries, asked whether this report could be called a “study,” because according 
to this survey, compiled from questionnaires, the patients were treated but not actually 
studied. In my opinion, this was a good question. Still, I believe that there cannot be any 
quarrel about the fact that, so far, no major trouble has arisen from the topical use of 
hydrocortisone when prescribed by physicians. 

The American Academy of Dermatology and Syphilology asked five of its members, 
including me, to testify in this matter. They were introduced and their qualifications well 
brought out in a question and answer form by Edward P. Cawley, University of Virginia, 
Chairman of the Advisory Committee to the F.D.A. of the Academy. His cross-examina- 
tion of witnesses was skillful and well conducted. It certainly was not his fault if theve 
were some flaws in the course of the hearings. 

One of the witnesses testifying in behalf of the Academy reported on cases in which 
inflammatory irritations followed the local application of hydrocortisone. Unfortunately, 
on cross-examination, this witness had to admit that he had not investigated whether the 
irritation was due to the hydrocortisone or to the vehicle. This was regrettable. 

Another of our witnesses reported on cases in which after local application of hydro- 
cortisone cutaneous infections arose or went wild. Prior to this testimony the same witness 
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had written several papers on the local application of hydrocortisone with the conclusion 
that this therapy was absolutely safe. Some lawyers, familiar with the literature from A to 
Z, made the best of this seemirgly paradoxical situation. It was indeed difficult to put 
across the simple fact that these complicating infections were observed more recently, long 
after those early papers had been published. 

Yet, on the whole, in spite of these two incidents, the testimony of dermatologists op- 
posing the across-the-counter sale was in: my opinion quite effective. We used two strong 
arguments. One was the well-established fact that hydrocortisone is absorbed through the 
skin—in relatively small amounts through intact skin but in significantly high amounts 
through broken skin. The other argument was that until now, the dispensation of the 
material was fairly well regulated: the physician prescribed J oz. a week or so, and was 
able to discover any irrational misuse from his records whenever the patient asked for a 
refill prescription; the fact that under these circumstances major troubles have not arisen 
did not mean that it was safe to let the patient use this material with no restriction or 
discrimination. 

This argument unavoidably led to the discussion of the value of warning labels. Ap- 
parently, in some applications it was recommended that the label of the 1% ointment carry 
the instruction that it be applied to minor skin irritations with itching and inflammation 
twice daily for five days. The dermatologists unanimously testified that in their well 
considered opinion such labels are entirely valueless. In this stand, they had powerful 
support from the representatives of the American Pharmaceutical Association (Drs. E. W. 
Martin and R. F. Fischetis) and the American College of Apothecaries (Dr. R. E. 
Abrams). 

When Dr. Clarence S. Livingood of Detroit was asked how he would formulate a label 
if he were required to do so, he replied: “. . . if favorable response does not occur in 48 
hours ‘consult a physician . . . do not use in the presence of active virus infection, such as 
chicken pox, infectious hepatitis, and virus infection in and about the eye . . . in the 
presence of bacterial infections, such as impetigo, boils, and ulcers .. . in acne. . . high 
blood pressure, kidney disease, pregnancy, diabetes, heart disease, peptic ulcer, history of 
mental disease . . . discontinue . . . if . . . sudden increase in weight . . . swelling of the 
ankles, indigestion, shortness of breath, excessive thirst, excessive hunger or excessive urina- 
tion, mental depression or confusion . . . in emergency illness, such as acute appendicitis, 
be sure to inform your physician of the amount and duration of hydrocortisone therapy 
which you have been using .. .” The Examiner, off the record, smilingly remarked that 
this was a scroll rather than a label. When I was asked the same question I replied that I 
would label it: “. . . potentially dangerous . . . see your doctor.” Again, this reply was 
taken as being rather on the jocular side although it was meant very seriously. 

It was evident that in these hearings the whole philosophy of the across-the-counter sale 
of drugs had to come up. It was mentioned that last year 103 persons died in the United 
States from having taken aspirin; that the use of laxatives may be fatal in acute abdominal 
crises; that topical preparations containing mercurials, resorcin, etc. are causing harm quite 
frequently; yet, these drugs were freely sold over the counter. Why then, it was asked, 
should so much fuss be made over topically applied hydrocortisone, which so far has not 
shown any ill effects. The reply of the testifying dermatologists was that they did not 
approve of the across-the-counter sale of any material which contains pharmacologically 
active ingredients. If previous agreements, customs or decisions cannot be changed, there 
is still no reason to add one more potentially harmful drug to the list of other such drugs 
for free use. Again, the representatives of the pharmacist associations forcefully supported 
this view. 

You and your readers may be interested to know that in its August 20th issue the 
F-D-C Reports (“the pink sheet” of the food, drug and cosmetic trade) wrote about “the 
new Livingood-Rothman work backed by strong professional pressure’(!). 

The stenographic transcript of the hearings has been published by the Government and 
can be obtained from the Food and Drug Administration. 

A decision of the F.D.A. on this matter has not yet been published. 


StepHeN RoTrHMAN, M.D. 
The University of Chicago 
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HERMAN SHARLIT, M.D. 
1892-1956 


Dr. Herman Sharlit, of New York City, died July 16, 1956, at the age of 64 
after a long illness associated with diabetes. 

Dr. Sharlit was born in New York, May 2, 1892. He took his undergraduate 
work at Columbia University and Adelphi College, from which he graduated in 
1913. In that year he was appointed an Austin Teaching Fellow in Physiology 
at Harvard. In 1917 he graduated from the Medical School of Cornell University 
and then interned at Mount Sinai Hospital, 1917-1918. During the First World 
War he served in the Army Medical Corps as a Major. 





HERMAN SHARLIT, M.D. 
1892-1956 


For ten years he was chemical pathologist to the Harriman Research Labora- 
tory at the Roosevelt Hospital, where he perfected a method for dehydrating 
gland products and retaining their potency. Dr. Sharlit throughout his professional 
life was intensely interested in chemistry as applied to dermatology and was 
consultant to several cosmetic houses and to the Food and Drug Administration. 

He became an instructor in dermatology at the New York University and 
Bellevue Medical College in 1929 and attending dermatologist at the Beth Israel 
Hospital in 1930. At the time of his death he was Associate Professor of Clinical 
Dermatology at the New York University Post-Graduate Medical School, New 
York University-Bellevue Medical Center. 
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He was a member of the American Dermatological Association, the Manhattan 
Dermatological Society, the Society for Experimental Biology and Medicine, and 
several others. 

Dr. Sharlit was associated for a time with the late Dr. Walter Highman and 
was, like him, an ardent believer in dermatology as an integral part of internal 
medicine. He was a man of integrity, devoted to the ideals of medicine. He 
contributed about fifty articles to various medical journals on subjects including 
renal physiology, endocrinology, chromogenic indicators, hydrogen-ion concentra- 
tion on skin surfaces, and excretion of indoxyl compounds. 

Dr. Sharlit never married. His immediate survivors are four nephews. 

Sor J. Fansure, M.D. 
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FREDERICK DEFOREST WEIDMAN, M.D. 


1881-1956 


The sudden death of Dr. Frederick Deforest Weidman on August 30, 1956, 
while he was on vacation at Bailey Island, Maine, was a great loss to his many 
friends and the dermatologic world. Although Dr. Weidman had long since retired 
from active participation in administrative responsibilities, his advice and help 
were sought daily by hosts of friends and associates. In fact, his presence had 
almost become legendary, and all of us who were close to him considered him 
ageless and indestructible. He was a great investigator and the first American 
dermatologist engaged full time in dermatological research. He was an inspired 
teacher, a kind counselor, sponsor, and chief, ready to give praise when it was 
deserved. Dr. Weidman always demonstrated a profound loyalty to his alma mater, 
the University of Pennsylvania, by generous gifts to the Department of Derma- 
tology, by almost fanatic support of the football team, and in dress, his favorite 
tie being the regimental red and blue of “Penn.” As a true scientist, financial 
considerations meant little to him and he rendered services to many with no thought 
of remuneration. Likewise, he performed scientific studies for colleagues all over 
the country, often with only a mere footnote acknowledging his substantial help. 
He was a devoted husband and father. — : 


Dr. Weidman was slight of build, wiry, and of boundless energy, and had a 
ready, engaging smile. He was a complex of deep scientific interests admixed 
with a rare ability to relax. Many times I marveled at his learned discourses late 
in the afternoon and was-equally amazed at his extraordinary entertaining repartee, 
ditties, and practical jokes at the dinner table shortly thereafter. He loved parties, 
and we often celebrated our birthdays together. 


His home was always open to his friends, who never failed to feel the genuine 
hospitality of their host and to be impressed by his warmth. Dr. Weidman was 
proud of his garden, which was not only a show place but also the scene of many 
of the famous Weidman outdoor parties. On these occasions, Dr. Weidman 
showed his prowess as a chef. 


Fishing was one of his passions in the summer season, and this activity 
prompted him and Mrs. Weidman to seek a summer home in Maine. It was at 
this residence that his last days were spent. 


Dr. Weidman was a master of discussion. He usually went to the core of the 
subject at once, displaying a keen insight into many fields, biological and otherwise, 
a natural consequence of his contacts in the Philadelphia Zoological Gardens. One 
of his colleagues compared him in his scope of knowledge with Sir Jonathan 
Hutchinson. Dr. Weidman was a kindly discusser, always making his point with- 
out offense to the presenter. : 


There is hardly a person in dermatology today who has not at some time or 
other felt Dr. Weidman’s influence, either as a student, a friend, or as a candidate 
who met him during an American Board examination. During Dr. Weidman’s 
seventeen-year tenure with the American Board, many people believed him to 
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be a most austere and uncommunicative individual. Actually, his old friends knew 
that he was a most considerate and kindly person whose air of detachment and 
severity was in reality deep concentration and a determination to be fair. I first 
met Dr Weidman when I was a first-year student in the School of Medicine of 
the University of Pennsylvania working on a problem dealing with arsenic in 
tissues. I was advised to see him about proposed methodology. When I pre- 
sented my project, there was silence for about ten minutes, during which time I 
looked for a hole or some other means of escape. Suddenly, I was rewarded by 
a concise answer, “What you propose to do is no good.” Further investigation 
bore out his statement. 





FREDERICK DEFOREST WEIDMAN, M.D. 
1881-1956 


Dr. Weidman was always happy to be able to impart knowledge to students. 
Although his chief interest was in pathology and mycology, he did not exclude 
the clinical aspects of dermatology from his spheres of interest. At the end of 
June, 1921, the resignation of Dr. M. B. Hartzell as Professor of Dermatology 
found Dr. Weidman not only engaged in the research activities of the Laboratory 
of Dermatological Research, but as Acting Head of the Department of Derma- 
tology in the School of Medicine of the University of Pennsylvania, assuming 
the major responsibility for undergraduate teaching in dermatology. It was 
during this time that whether or not he was enjoying the teaching responsibilities, 
he stimulated several members of his classes to join him for part-time work in the 
laboratory. This resulted in a fruitful collaboration in a series of publications. 

Dr. Weidman lived a full academic life and attained the highest distinction in 
dermatology both at home and abroad. He was born at Bristol, Conn., Oct. 16, 
1881. In 1919 he married Florence L. Krewson, the mother of: his two children, 
Dorothy Mary Burr and Dr. Allen Frederick Weidman. In 1937 he married 
Lillian E. Hawk, who was hic “evoted wife and co-worker to the time of his death. 

Dr. Weidman received his M.D. from the University of Pennsylvania School 
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of Medicine in 1908 and interned at the Delaware Hospital in Wilmington, 1908- 
1909. He began his professional care:: as a general pathologist at the University 
of Pennsylvania and the Women’s Medical College of Pennsylvania. By 1914 he 
was Professor at the latter institution. In 1917 he resigned to take over the 
position of Assistant Director of the Laboratory of Dermatological research in 
the School of Medicine, University of Pennsylvania, of which he became Director 
in 1923 (1923-1944). In 1921-1923 he was Acting Head of the Department of 
Dermatology and Syphilology and from 1923 to 1944 he was Professor of Derma- 
tologic Research. In 1945 he became Professor of Research in Dermatology and 
Mycology and in 1950 was retired as Emeritus Professor of Research in Derma- 
tology and Mycology. In the Graduate School of Medicine of the University of 
Pennsylvania he was appointed Profe:sor of Dermatologic Research in 1926. In 
1934 his title was changed to Professor of Dermatology, and in 1935 he became 
Vice-Dean for Dermatology and Syphilology, a position he held until 1946. In 
that year he was appointed Emeritus Professor of Research in Dermatology. 
He became active again a few months later when he was reappointed Professor 
of Research in Dermatology and Mycology. In 1953 the Graduate School of 
Medicine made him Emeritus Professor of Research in Dermatology and 
Mycology. Dr. Weidman was Pathologist for the Zoological Society of Phila- 
delphia at the Zoological Gardens from 1910; Visiting Dermatologist, Philadelphia 
General Hospital (1920-1946) ; and the Graduate Hospital of the University of 
Pennsylvania (1934-1946). He was Consultant to the Philadelphia Naval Hospital 
and Valley Forge Hospital from 1946 to 1954. During the Second World War, 
Dr. Weidman was Consultant in Tropical Medicine to the Secretary of War. In 
1939 and 1943 he was Co-President, Section on Mycology, International Congress 
of Microbiology. 

Dr. Weidman was a member or officer of many American societies: American 
Medical Association; American Academy of Dermatology and Syphilology (Presi- 
dent, 1954) ; American Dermatological Association (Secretary, 1935-1940; Presi- 
dent, 1944-1946); Society for Investigative Dermatology (President, 1944; 
Honorary Member, 1952); Fellow of the College of Physicians of Philadelphia; 
American Mycological Society; Philadelphia Dermatological Society (Past Presi- 
dent) ; Philadelphia Pathological Society (Past President) ; Philadelphia Zoological 
Society. 

He was a member of a number of foreign dermatological associations including 
the following: Associacién Argentina de Dermatologia y Sifilografia; honorary 
member of the Societas Dermatologica Austriaca; corresponding member of the 
British Association of Dermatology and Syphilology; honorary member of the 
Sociedad Cubana de Dermatologia y Sifilografia; honorary member of the Aca- 
demia Nacional de Medicina, and corresponding member of the Societas Derma- 
tologica Svecica. He was associate editor of the Archives of Dermatology and 
Syphilology, Mycopathologia, and The Journal of Investigative Dermatology. 

Dr. Weidman received certificates of appreciation from the American Academy 
of Dermatology and Syphilology, the American Board of Dermatology and Syph- 
ilology, and the Archives of Dermatology. In March, 1952, The Journal of In- 
vestigative Dermatology published a “Weidman Festschrift.” 

It is difficult for one at such close range to assess the impact of Dr. Weidman 


on dermatology. A sketchy résumé of the accomplishments of the Laboratory of 
Dermatological Research of the University of Pennsylvania by Gilman gives a 
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glimpse at the character and type of work inspired and conducted by this inivesti- 
gator. I believe that Dr. Weidman’s memorial will not be his numerous publica- 
tions, his detailed reports on pathological specimens, or his erudite discussions at 
meetings, but rather the scientific production which he stimulated in hundreds of 
his students and associates, and, above all, the results of the high standards of 
performance he set for the specialists certified by the American Board of Derma- 


tology and Syphilology. 
HERMAN BEERMAN, M.D. 
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THEY WERE THERE—on the rostrums, at round table and panel discussions, in class- 
rooms, laboratories, and in the corridors. 
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The New, Newer, and Newest 








As was to be expected, the annual meeting of the American Academy of Dermatology and 
Syphilology, Dec. 8-13, 1956, was a huge success in every way. The attendance was the largest 
in Academy history. Despite the miserable opening-day weather which undoubtedly kept 
many from flying in, 1248 dermatologists were registered—among them, Drs. Wright and 
Wrong. 

The choice of guest speakers for this meeting was a happy one. All seemed to fit into 
the spirit of the meeting. Dr. John Ingram of Leeds, England, the honored guest and a 
delightful one, in response to a laudatory introduction said that he had heard that “an 
occasional true word is spoken of guests.” Then, explaining that he would have to generalize 
in his address on the seborrhoeic state, he warned that “he who generalizes generally lies.” 
His generalities were of a specific sort, and he spoke truth indeed. More poignant was his 
answer, when asked how he treats epitheliomas, that it is incumbent upon him in England now 
to refer patients with epitheliomas to a Radiation Center. We hope it was not lost on those in 
the audience who still enjoy some measure of freedom in practice. 

Dr. Leonard Lovshin, a friend of the late Dr. Rauschkolb, delivered the first John E. 
Rauschkolb Memorial Lecture. His talk, as witty as it was pointed, concerned signs that aid in 
the diagnosis of “a strange disease called chronic nervous exhaustion—there are no specialists 
to care for them—and all specialists meet it” . . . if the patient brings a long list of questions; 
if the wife answers for her husband; if he is in his thirties, unmarried and accompanied by 
his mother, etc., etc. . . . all of these “should tell you something.” 


An interesting observation that also should tell us something was that the largest crowds 
attended those sessions concerned with so-called bread-and-butter diseases, such as hand 
eczema, allergic diseases, infantile eczema, tumors, “common” diseases, etc. We learned at 
one of these sessions that the number of best-ways-to-treat warts was in direct proportion to 
the number of men on the panel—and the rule held also for psoriasis, lichen planus, acne, 
seborrhoeic dermatitis, and too many others. 


As for psoriasis, there was the interesting report of an investigator that his results from 
treatment with placebo were so superior to those from Lipan or Entozyme that one wag in 
the audience asked for the name of the placebo. 

We learned, too, that if the face itches perhaps it is because the patient is losing face. 
In a similar vein, there was the incidental information imparted by the gallant Walter Lobitz 
that lanolin, which is sheep sebum is, TV pitch-men not withstanding, very different from 
human sebum. . . If we must have animal sebum to keep our ladies beautiful we submit 
that present knowledge indicates that horse sebum most resembles human sebum.” 


And then, always interesting, were the question periods. One question—it was a statement 


- really—was so long that by actual count it took a minute,.and one-half to read. The answer 


to it incidentally was “No.” Some samples*: 
—Is atopic dermatitis ever limited to the hands? 
—How well do sensitivity tests and therapeutic results match? 
—Are chelating creams worth while? 
—Is there a pattern of hand eczema which would lead one to suspect food to be the 
cause? 
—Are silicone preparations of value in preventing oil dermatitis? 
—Are Vitamins A or B really of value for the treatment of leukoplakia? 


Again, the Women’s hospitality room and the well-planned activities, including a fashion 
show and tours hostessed by our Chicago women, was received with enthusiasm. We have 
the impression that this gracious feature has done a great deal to enhance: also the men’s 
enjoyment of the meeting. 

Bs We. a 


* For the answers, come to the next meeting. 
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BRONX DERMATOLOGICAL SOCIETY 


Max Jessner, M.D., President 
Henry Silver, M.D., Secretary 
March 15, 1956 


Seven-and-One-Half-Year Cure with Tartar 
Emetic and Other Antimonials of a Case of 
Mycosis Fungoides That Was Originally in 
the Tumor Stage (Follow-Up Presentation). 
Presented by Dr. JoHN Gare. 


This is the third presentation of a 59-year-old 
woman who at the time of first presentation nine 
years ago had lesions of mycosis fungoides of 
over eight years’ duration. She was originally 
presented before this society as “Mycosis Fun- 
goides, Fungoid Stage, Treated with Antimony 
Preparations” and was reported in the Journal 
of Investigative Dermatology (10:43-49 [Feb.] 
1948) and in the Archives of Dermatology and 
Syphilology (60:811-814 [Nov.] 1949). 

The patient was presented again before this 
society, together with three other patients two 
years later as “Long Remission in Mycosis Fun- 
goides Treated with Antimonials,” and all cases 
were reported in the following publications: 

1. Garb, J:: “Antimony Preparations in the 
Treatment of Mycosis Fungoides,” J. Invest. 
Dermat. 13:295-308 (Nov.) 1949. In this contri- 
bution a series of 10 cases treated with anti- 
monials was reported. 

2. Garb, J.: “Long Remissions in Mycosis Fun- 
goides Treated with Antimonials,” Arch. Dermat. 
& Syph. 62:757-759 (Nov.) 1950. 

3. Garb, J.: “Mycosis Fungoides: Further Re- 
port on Cases of Successful Treatment with 
Antimonials,” A.M.A. Arch. Dermat. & Syph. 
67 :463-466 (May) 1953. 

4. Garb, J., and Sims, C. F.: “Reticuloendothe- 
lial Cell Hyperplasia in Relation to Antimonial 
Therapy of Mycosis Fungoides,” A.M.A. Arch. 
Dermat. & Syph. 68:1-16 (July) 1953. 

Following is a brief résumé of data since the 
last presentation, nearly seven years ago. 

At the age of 49 this patient had extensive 
scattered tumors and ulcerations of over eight 
years’ duration. For many years she received 
various forms of treatment, including arsenic in- 
jections and several courses of x-ray therapy, 
without any benefit. Her general condition was 
gradually and steadily deteriorating. She then 
responded dramatically to 10 intravenous injections 
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of a 1% solution of antimony and potassium tar- 
trate. The individual dose of this agent was 5 cc. 
and was given three times weekly. It was fol- 
lowed by 73 injections of Stibanose and 42 
injections of Fuadin twice weekly. The total 
amount of antimony used was 7.80 gm. The 
reason for the prolonged series of Stibanose and 
Fuadin injections was to clear up four residual, 
moderately infiltrated, cherry- to walnut-sized 
patches on the right leg and left buttock. This 
was achieved. The patient has had no recurrent 
growths since May 17, 1947, and has been com- 
pletely free of lesions since Nov. 29, 1948. The 
last antimonial injection (Fuadin) was given Jan. 
13, 1949. 


Eight-Year Cure of Mycosis Fungoides with 
Tartar Emetic (Follow-Up Presentation). Pre- 
sented by Dr. JoHN GARB, 

This patient, a 61-year-old woman, is the 
second of four cases of mycosis fungoides pre- 
sented before this society in 1949 with the 
general title of “Long Remission in Mycosis 
Fungoides Treated with Antimonials.” Her case 
also was reported in the four publications enum- 
erated in the report of the preceding case. 

Following is a brief résumé of data since ‘he 
last presentation, nearly seven years ago. 

Ten years ago the patient had scattered, in- 
filtrated, nodular growths, then of six months’ 
duration. She too responded dramatically to in- 
jections of antimony and potassium tartrate. In 
six months she received 26 injections of a 1% 
solution of tartar emetic. Each injection was 5 cc. 
and was given every other day. This was fol- 
lowed by 19 injections of 8 cc. of Stibanose. A 
total of 3.35 gm. of antimony was used. She 
had no recurrences and has been completely free 
of lesions for eight years now. 


Discussion 
Dr. SAMUEL B. FRANK: I wonder if Dr. Garb 
has by now been able to identify in advance 
which patients will respond to antimony? 
Dr. FRANK Cross: I would be hesitant about 


treating extremely aged individuals with an agent 
of such toxic possibilities as antimony. 
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Dr. JoHN Gars: In answer to the questions 
asked, I would say that it ought to be possible to 
foretell which patients with mycosis fungoides 
are going to respond to antimonials by observing 
the response to the first few injections. If that 
response is at all good and uncomplicated, then 
prolonged exhibition of antimony is indicated and 
ought to be beneficial. 

With regard to cure and remission, we have a 
semantic problem. I will define cure as disap- 
pearance of signs and symptoms of disease be- 
cause cause disappears or because cause is rend- 
ered inoperative. Remission should be defined as 
the same thing except that reappearance of cause 
or reoperation of cause occurs quickly. With 
these definitions, years of an asymptomatic state 
should be termed cures. 

Dr. Cross had reservations about the wisdom 
of treating aged individuals with antimony. All 
that need be said is that mycosis fungoides is 
more lethal than antimony. Aside from my own 
experience, I cite Dr. George M. Lewis (Arch. 
Dermat. & Syph. 61:344 [Feb.] 1950), who 
treated a man of 78 in critical condition. Within 
two weeks and a few injections of antimony, a 
miracle was wrought. 


Keratosis Pilaris Rubra Atrophicans Faciei 
(Brocq) with Diffuse Alopecia of the Scalp. 
Presented by Dr. A. A, FISHER. 


An 1l-year-old boy was presented before this 
society six months ago for the condition on the 
face alone. While the facial condition has re- 
mained about the same, a definite diffuse alopecia 
of the scalp has developed. There is no inflamma- 
tion of the scalp or hyperkeratoses of the fol- 
licles. The patient is re-presented for discussion 
of the prognosis for hair growth in the area of 
the face that ought eventually to have beard, and 
for the new developments in the scalp. 


Discussion 


Dr. Max WotF: The prognosis for eventual 
hair growth on the face is good. 

Dr. Exten REINER: Might not the diffuse 
alopecia of the scalp be the result of the prolonged 
administration of vitamin A which has been ad- 
ministered for the facial condition? 

Dr. Rupotr L. Barr: The thought of hyper- 
vitaminosis A entered my mind too. I asked the 
father how long this boy has had vitamin A. He 
stated that he had had some vitamin A years ago, 
but recently only for one month. I think that 
if this information is correct, this would rule out 
a hypervitaminosis, given reasonable doses. 

Dr. Frances Pascuer: I should like to make 
two suggestions as to the cause of the alopecia 
in this case. One is hypothyroidism in view of the 
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nistory of a basal metabolic reading of —20 one 
year ago, the obesity and the coarseness of the 
hair. A protein-bound iodine determination could 
be done to establish or exclude this possibility. A 
second possibility is an atypical monilethrix asso- 
ciated with keratosis pilaris rubra faciei. Micro- 
scopic examination of the hair might disclose 
significant changes. 


Fixed Drug Eruption Due to Dramamine. Pre- 
sented by Dr. ConRAD STRITZLER. 

A 57-year-old housewife is presented with an 
eruption consisting of highly colored inflammatory 
plaques on the feet, legs, and thighs, recurring 
at the same sites for several years. She has 
frequent headaches, for which she takes Anacin 
and Empirin in large doses. The eruption on the 
extremities, however, is not affected by these medi- 
cations. It appears to get worse about the time 
she goes on a trip to Florida. She uses Drama- 
mine to ward off airsickness. At no time did 
she ever take medication containing phenophtha- 
lein, phenacetin, acetanilid, sulfonamides, barbitu- 
rates, arsenicals, cinchophen, mercurials, quinine 
or other antimalarial drugs, diphenylhydantoin 
sodium or any related compound. 

In April, 1955, she had herpes zoster ophthal- 
micus of the right eye region. This healed in a 
few weeks. 

On May 2, 1955, she took an Empirin tablet. 
There was no effect on the eruption. On May 
5, 1955, she took two Anacin tablets. The erup- 
tion showed no change. 

On May 8, 1955, she took one Dramamine 
tablet. The next morning each pigmented patch 
on the lower extremities flared with increased 
pigmentation, swelling, and inflammatory halo, 
and several new reddish patches appeared on the 
legs. The reaction subsided in two weeks, leav- 
ing faint, pigmented, circumscribed, discoid 
patches. These faded slowly, but did not disappear 
entirely. 

On Feb. 3, 1956, she was given 25 mg. of 8- 
chlorotheophylline (i. e, a fraction of Drama- 
mine) by mouth. Three hours later, each of the 
pigmented patches began to itch, and by the next 
morning there was a severe flare at every pre- 
viously involved site, and several new areas ap- 
peared on the feet, legs, and thighs. Several of 
these developed flat bullae, which slowly healed, 
with scaling. The entire reaction slowly subsided. 

She drinks tea and cocoa, with no effect on the 
eruption, although each of these contains theophyl- 
line or its derivatives. She refuses to drink 
coffee, which she dislikes so intensely that she will 
not drink it even to test its effect. 

After the ingestion of 25 mg. of diphenhydra- 
mine (i. e., Benadryl) she became dizzy and de- 
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veloped twitching of the face and extremities, but 
there was no effect on the eruption. 

The following substances were administered 
orally without effect: theophylline 25 mg., theo- 
bromine 25 mg., uric acid 25 mg., caffeine citrate 
25 mg. 

Patch tests on uninvolved skin were done with 
the following substances: 8-chlorotheophylline, 
theophylline, theobromine, caffeine citrate, uric 
acid, and diphenhydramine, and all gave negative 
reactions. However, a patch test with 8-chloro- 
theophylline crystals applied to the pigmented area 
on the posterior aspect of the right thigh resulted 
in itching, edema, inflammatory halo, and definite 
flare confined to the pigmented site within 48 
hours, but with no effect on the immediately ad- 
jacent skin or the other pigmented areas. 

It is apparent that this patient has a fixed drug 
eruption due to 8-chlorotheophylline, and that 
chlorine must be present in the molecule to evoke 
the reaction, since there is no reaction to theophyl- 
line itself. A theophylline compound with chlorine 
in a position other than the 8 position is being 
sought to note its effect. Theophylline compounds 
with substituted halogens other than chlorine are 
also being sought, to note if other halogens pro- 
voke a similar effect. 


Discussion 


Dr. A. A. FisHer: I think Dr. Stritzler should 
be congratulated for doing some fine detective 
work here and splitting the Dramamine into its 
two component parts and proving that it is the 
chlorotheophylline fraction that is the sensitizer. 
I think it is also very interesting that he did a 
patch test with the chlorotheophylline, and in the 
area of pigmentation he got an eczematous re- 
sponse. 

This is interesting inasmuch as some men have 
reported that in the areas of fixed drug eruption, 
you may get an eczematous reaction by patch test. 
I remember some one who reported a fixed drug 
eruption due to sulfathiazole and obtained a posi- 
tive patch test only in the pigmented area of the 
fixed reaction and nowhere else. 

Dr. Rupotr L. Barr: I agree with the previous 
speaker that this was a beautiful demonstration 
and I want to congratulate Dr. Stritzler on his 
careful study of the chemical aspects of the sensi- 
tivity. It is very unusual in a fixed drug eruption 
to be able to elicit the reaction by injection or by 
patch test with the allergenic drug. Dramamine 
actually is a combination of Benadryl and the- 
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ophylline. It is my understanding that the anti- 
motion sickness properties are due to the Benadryl 
part of the drug. Dr. Stritzler’s patient is allergic 
to the theophylline only and therefore can take the 
therapeutically active component, namely the 
Benadryl in addition to Bonamine and Marezine. 

Dr. Conrap StRITZLER: I must correct Dr. 
Fisher by saying that the reaction to the patch 
test was not eczematous in type but a fixed drug 
eruption response, limited precisely to the pig- 
mented area, and identical with the response which 
occurred following oral administration of the 
drug. 

In reply to Dr. Baer, it is true that in fixed 
drug eruptions, patch tests are generally negative. 
In another patient with a fixed drug eruption 
caused by phenolphthalein this proved to be the 
case. However, Loveman reported a fixed drug 
eruption caused by Alurate in 1934 (Loveman, A. 
B.: Experimental Aspect of Fixed Eruption Due 
to Alurate, a Compound of Allonal, J. A.M. A. 
102:97-101 [Jan. 13] 1934), in which a patch test 
provoked a positive fixed drug type of reaction 
similar to the one here reported. It is perhaps 
not strictly accurate to call this a patch test; it 
might better be called a Moro test, analogous to 
the Moro test with tuberculin. 

With ,regard to Dr. Baer’s observation that 
Benadryl! itself may be taken by the patient with 
impunity, I must remark that when the patient 
was given 25 mg. of the diphenhydramine portion 
of the Dramamine complex there was no cuta- 
neous reaction, but there was a reaction consisting 
of twitching movements of the face and extremi- 
ties and severe dizziness lasting for several days. 
Thus Dr. Baer is correct to the extent that the 
patient will not suffer cutaneous effect from 
Benadryl, but I daresay what she otherwise suf- 


fers from it is not better than motion sickness. 


Sarcoidosis (Follow-Up Presentation). Presented by Dr. 
ORRIS IDER. 

Basal-Cell Epithelioma: Rodent Ulcer Type. Presented by 
Dr. Irwin I. LuBoweE. 

Darier’s Disease. Presented by Dr. Max Wo Fr. 

Darier’s Disease (Confined to Submammary, Genitoerural, 
Perianal and Intergluteal Region. Discrete Patch on 
Third Intedigital Space of Left Hand). Presented by 
Dr. Max WOLF. 

Alopecia Premature with Delayed Puberty. Presented by 
Dr. Joun Garp. 

Tuberculid of the Face. Presented by Dr. Hans Bu1ser- 
STEIN. 

Darier’s Disease. Presented iby eer — G. Franks. 

and Feet (Feld- 

aker, Hines and Kicnd) wikese Livedoreticularis) 

( oc hae vstemien resented by Dr. Max Wotr. 





? or Un- 
usual Pyoderma? tFollowsap Presentation). Presented by 
Dr. A. A. FisHEr. 
Tubereuloderm of the Face. (Follow-up Presentation). Pre- 
sented by Dr. A. J. Orruss. 





Case for Diagnosis: (Bullous thema Multiforme?) 
(Follow-up Presentation). Presen by Dr. A. J. Orrvuss. 
Tendon Xanthoma. Presented by Dr. A. J. Orruss. 
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Lentigines. Presented by Dr. STEPHEN ROTHMAN 
and (by invitation) Dr, Bernarp STONE. 


Nevus of Ota. Presented (in absentia) by Dr. 
TatsujI Kosort (by invitation), and Dr. Brr- 
NARD STONE (by invitation). 

A 29-year-old Japanese student remembers the 
brown spot on his left lower eyelid since the age 
of 5 years. It has always been asymptomatic. 
Other members of his family have no such lesion. 
The discoloration consists of brown and bluish 
macules. There is no involvement of the sclera, 
iris, or choroid membrane. Color slides of other 
cases are presented with some histological studies 
included. 


Discussion of Two Preceding Cases 


Dr. S. W. Becker Jr.: Although there was no 
biopsy, I do not think there is any question that 
the first patient presented fairly typical lentigines. 
The peculiarity of this eruption is, of course, the 
distribution which was symmetrical on the arms 
and had very sharp demarcation stopping below 
the shoulders. These lesions occurred in an area 
which had been involved by neurodermatitis where 
she had been treated with ultraviolet light. This is 
certainly an abnormal distribution for this erup- 
tion. I think it would be well to start some kind 
of treatment on the area on the back and see if 
more of these lesions could be produced. Ultra- 
violet is supposed to have no effect on lentigines. 
Since there is some indication that therapy could 
have produced this crop, I think it would be inter- 
esting to see if similar treatment somewhere else 
on the body could produce the same reaction. 

Dr. THEODORE CoRNBLEET: The lentigines seem 
to be islands concentrating pigment within them- 
selves from their very light surroundings. The 
patches of lichen simplex chronicus in the man 
are noteworthy for their failure to hyperpigment, 
as is the case ordinarily with this chronic derma- 
titis. 

Dr. JAMES R. WEBSTER: I may have misunder- 
stood the patient, but I understood she had ultra- 
violet treatment over the entire body surface, 
following which lentigines appeared only on the 
arms. 

Dr. Davin W. KerstinG, Milwaukee: The sec- 
ond case appears to be a nevus of Ota, and the 


presenters may be congratulated for suspecting 
this syndrome. We tend to be enthusiastic about 
these cases, but it is common among Japanese. 

In some the melanoblasts are quite sparse, as 
seen in the common Mongolian spot. But in 
others the lesion is a cellular blue nevus. 

Dr. S. W. Becker Jr.: It is unfortunate that the 
pathology of pigmentation was studied before the 
normal anatomy was known. Dr. Zimmerman and 
I have been studying the normal embryology and 
anatomy of the melanocytes. 

Melanocytes reach the human epidermis at the 
llth week of fetal life; these remain active for 
life. Melanocytes develop in the dermis at the 
same time, but most of these cease functioning 
before birth. The Mongolian spot is made up of 
dermal melanucytes which are still functioning at 
birth— this area is one small part of the dermal 
melanocyte system and does not represent a patho- 
logical lesion. 

Fitzpatrick believes that the nevus of Ota, blue 
nevus, and ectopic Mongolian spot are similar 
lesions, and I agree with him. All of these lesions 
are probably derived from the dermal melanocytes. 
We are certain that the human body contains at 
least three and possibly four melanocytes. The 
embryology and anatomy of these cells is not com- 
pletely determined. 

Dr. Bernarp STONE (by invitation): In 1950 
Cole and Lund reported a few cases of aberrant 
Mongolian spots. Some of them were elevated 
and some were entirely flat. One was found in a 
blonde, white woman and was associated with 
melanosis of the eyeball. Ormsby and Montgomery, 
in the new edition of their text, claim that at least 
some of the aberrant Mongolian spots belong to 
these nevi of Ota. Dr. Ota described his nevus 
in 1938. This anomaly differs from the Mongolian 
spot in localization in the supply area of the first 
and second branch of the trigeminal nerve. It ap- 
pears at birth or soon afterwards in 60% of the 
cases. In the remaining 40% the lesions develops 
later in life. In most of the cases the lesions per- 
sist during life, while the Mongolian spots usually 
disappear in the third or fourth year of life. 
Melanosis of the eyeball was found in 61% of the 
110 cases studied by Yoshida. 
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Psoriasis, Exacerbated with Synthetic Anti- 
malarial Agents. Presented by Dr. THEODORE 
CorNBLEET and Dr. Smney Barsky, and (by 
invitation) Dr. Leonarp Horr. 

A white man of 48 has had psoriasis of varying 
severity for the last 37 years. He has had some 
14 previous hospital admissions for treatment of 
his disease, and has shown improvement with the 
Goeckerman regime, but has never been altogether 
free of his disease. 

On Sept. 4, 1955, he was placed on treatment 
with 100 mg. of Atabrine, 250 mg. of chloroquine, 
and 200 mg. of Plaquenil per day. His psoriasis 
soon grew worse. The spread of the dermatitis 
was heralded by the appearance of keratotic papules 
of the palms and soles, On Oct. 12, 1955, the dir- 
matitis was moderately severe, and treatment with 
the antimalarials was stopped. The patient then 
received Goeckerman treatment, to which he re- 
sponded very rapidly. By Dec. 24, he was com- 
pletely free of his disease except for several 
patches of psoriasis in the scalp. By Jan. 2, 1956, 
it was apparent that there was no further improve- 
ment, and so the patient was once again placed on 
the antimalarial therapy. This time the exacerba- 
tion of the disease was slower than the previous 
time, although it did again start with the keratotic 
papules on the palms and soles. 

It is planned to discontinue the antimalarials and 
to institute Goeckerman treatment after this meet- 
ing. 


Discussion 


Dr. ApotpH RosTENBERG Jr.: At the last Acad- 
emy meeting several of the discussion groups 
which I sat in on mentioned this phenomenon. 
Apparently it is quite predictable. Of 14 or 18 
psoriatic patients treated with antimalarial agents, 
all developed an exfoliation. 

Dr. Haran M. Levin (by invitation): In the 
Journal of Oriental Medicine Ziprkowski, reported 
on 12 cases of severe psoriasis which had been 
treated in various ways for a period of 10 years 
with no results. Atabrine, 100 mg. three times a 
day, was used, and exfoliation occurred some- 
where between the 10th and 20th days. All of the 
cases recovered from the exfoliative dermatitis 
after treatment with ACTH. There was no ex- 
acerbation of the psoriasis in about 75% of the 
cases for a period of five months to two years. 

Dr. THEODORE CORNBLEET: Eight patients with 
psoriasis have each responded in a similar man- 
ner to the administration of the antimalarial drugs. 
The changes, beginning with a horny papular 
formation over the palms, spread progressively 
over the skin until an exfoliative dermatitis ap- 
pears. This spread can be halted by stopping the 
drug. The patients were not particularly ill, and 
could go about their business. Following the ex- 
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foliative dermatitis, when the antimalarials were 
no longer given, the skin improved and cleared 
entirely in some cases. These patients resisted a 
second trial of the drugs, that is, a rapidly spread- 
ing dermatitis did not ensue, though part of the 
skin did become involved. And this slackened re- 
sponse occurred even though the dose of the drug 
was increased. This patient is not being shown 
to persuade you to use the antimalarials for 
psoriasis. Far from it, unless you want to lose 
your psoriasis patients! This is part of an aca- 
demic study. The logic of the experiment is this, 
Ultraviolet light often is beneficial in psoriasis, 
Antimalarials filter out ultraviolet light. What 
would happen if you gave these drugs to patients 
with psoriasis? Our experience shows they get 
worse. One possible conclusion is that these people 
need ultraviolet light, and perhaps are more sensi- 
tive to a lack of it than are others. 


Pustular Psoriasis. Presented by Dr. STEPHEN 
RoTHMAN, and (by invitation) Dr. BErNnarp 
STONE. 

History: A woman aged 65, developed a “pus- 
tular” eruption of the right thumb following a 
cut injury at the age of 20. The process persisted, 
and three years later the thumb was amputated 
because of excessive pain. Afterward, the patient 
developed paronychial and pustular eruptions of 
other fingers with each of her four pregnancies. 
The. fingers cleared each time after delivery. Six- 
teen years ago, with the onset of the menopause; 
the same type of paronychial and pustular eruption 
recurred and eventuated in loss of nails. At the 
same time she also noticed recurrent “prickly heat” 
rash in the axillae. The latter became continuous 
three years after the onset. After one year of 
unsuccessful therapy at the University of Chicago 
Clinics, the patient tried soaking her hands in 
tobacco juice which she has also done before. Her 
hands cleared considerably after 15 days of such 
treatment. At this stage the patient was presented 
to this Society on Oct. 16, 1946 (Arch. Dermat & 
Syph. 60:896. [Nov.] 1949). She has been using 
this type of treatment ever since, keeping her 
hands under good control. Psoriatic and pustular 
lesions on arms and knees developed about seven 
years ago and have been fairly well controlled 
with 10% crude coal tar ointment. 

At the present time the patient displays dry, 
exudative and pustular psoriatic lesions on extensor 
surfaces of both arms and over the knees. Hands 
show marked arthritic deformities of the fingers 
and _ atrophic nails. 

Laboratory findings: Mictoscopic slides are 
presented. The horny layer is loose and para- 
keratotic. The epidermis is regularly acanthotic 
with rete cells showing hyperchromic nuclei and 
diminution of the cytoplasm. Mild spongiosis can 
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be seen. The papillae come close to the surface in 
many areas. Chronic inflammatory changes are 
present in the upper corium. 


Dermatitis Repens. Presented by Dr. JAMES WEB- 
steR and Dr. STtanLteyY Hurr, and (by invita- 
tion) Dr. Martin L. GEcHT. 

This patient was presented to this Society three 
months ago, when the above diagnosis was accepted. 
All forms of therapy—local, systemic, chemo- 
therapy, antibiotics, steroids—were used without 
results. The “Middy” tobacco. juice regimen was 
suggested. This treatment was instituted, and the 
lesions seemed somewhat drier for about two 
weeks. An exacerbation developed and the derma- 
titis extended to the forearms. 

He is being presented at this time because of 
his reaction to sulfones. During June, 1954, this 
patient was given sulfapyridine. He developed an 
erythroderma, during which he suffered a universal 
alopecia, as well as loss of nails on all extremities. 
Concomitant with this reaction, his fingers began 
to clear and became completely free of papules, 
vesicles, and pustules. He was placed on steroid 
therapy and his erythroderma improved. His hair 
and nails began to return in about three months. 
The lesions on his fingers also began to return, 
and as the erythroderma cleared they became 
gradually severer and more extensive. They again 
proved refractory to therapy. 

Approximately two months ago we administered 
0.33 gm. of Diasone daily for four days. On the 
fourth day he developed a generalized erythematous 
eruption. This became progressively worse and 
finally resulted in another erythroderma. His 
fingers have again cleared completely. He is on 
steroid therapy now and is improving. 


Discussion 


Dr. RicHarp StoucHTon: Dr. Rothman felt 
this was a case of pustular psoriasis from the 
beginning and wished toe restate it now. 

Concerning the case at Cook County Hospital, 
it is interesting to note that this patient was sensi- 
tive to both sulfapyridine and Diasone. I have had 
similar experience. I wonder if others have noted 
a cross sensitivity between sulfapyridine and 
Diasone. 


Cutaneous Allergic Vasculitis. Presented by 
Dr. AvotpH RosTENBERG JR. and (by invitation) 
Dr. V. Iverson. 

History: A 49-year-old white man was hospital- 
ized for six weeks about one year ago for in- 
fected ulcer on the left foot. He received penicil- 
lin injections, one per day for four -weeks. Two 
weeks after receiving penicillin he developed 
swelling and pains in joints of the hands, elbows, 
knees and ankles, together with numerous red 
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spots all over his body, and “knots” along arms 
and legs which were red on the surface and tender. 
These kept recurring. 

He was hospitalized at Hines Hospital from 
Aug. 11, 1955, to Sept: 17, 1955, complaining of 
reddish spotty eruption of lower extremities and 
pain and stiffness of knees, ankles, and fingers 
without swelling. At that time the patient pre- 
sented diffuse erythematous papular eruption in- 
volving much of the body, but more concentrated 
on the legs. A diagnosis of erythema multiforme 
(?) was made. 

Laboratory findings on first admission: Uri- 
nalysis: 2+ albumin repeatedly. White blood cells 
and red blood cells constantly present in varying 
amounts. PSP 20% excreted in 15 minutes. Hemo- 
gram: red blood cells 3,800,000; white blood cells 
6800; hemoglobin 11 gm.; sedimentation rate 23 
mm. in one hour. Bone marrow nonspecific. L. E. 
preparation negative. Two peripheral L. E. prepa- 
rations negative. 

Blood chemistry: Total protein 8.1 gm. ; albumin- 
globulin ratio 4.3 :3.8. 

X-ray of chest negative; x-ray of hands showed 
changes in midcarpal phalangeal joints similar to 
that seen in early rheumatoid arthritis. 

The patient was readmitted Jan. 25, 1956, com- 
plaining of being unable to work since last Sep- 
tember because of pains in knees and ankles. 

Physical examination: Temperature normal; 
pulse 88. Blood pressure 134/80. Moderately obese. 
The patient presents (1) generalized erythematous 
purpuric eruption which is quite widespread but 
more concentrated on the lower extremities; (2) 
petechiae on palms, soles, and palate; (3) telan- 
giectasia of face; (4) ulcer on left lateral thigh 
and on right anterior buccal mucosa. The purpuric 
eruption and palpable. small nodules reportedly oc- 
cur intermittently. Rumpel-Leeds test negative. 

Laboratory findings: Urinalysis: trace of albu- 
min; two red blood cells per high power field. 
Hemogram normal, including platelet count. 
Sedimentation rate 23 mm/hr. 

Blood chemistry: Total protein 82 gm; 
albumin-globulin ratio 4.2:4.0. Lee-White coagula- 
tion time 30 minutes, 33 minutes (normal, upper 
limits, 18 to 20). 


Culture of ulcer: Staphylococcus aureus. 
Biopsy: Chronic ulcer. 
Chest x-ray and electrocardiogram normal. 


X-ray of hands showed no change since Aug. 18, 
1955. 

Impression: Appearance. not characteristic of 
rheumatoid arthritis or any other type of arthritis. 

Pathology: Biopsy, August, 1955; The essential 
histologic change in sections taken from a typical 
skin lesion is a necrotizing vasculitis. Blood vessels 
in the corium are surrounded -by a dense infiltrate 
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consisting of polymorphonuclear leukocytes and 
eosinophiles. Necrosis is evident in the walls of 
many of the vessels. 

Sections from an ulcer on the leg reveal a 
marked granulomatous reaction, but the vessels 
throughout the corium show the same necrotizing 
vasculitis described above (interpretation by Dr. 
F. Szymanski). 

Biopsy of skin, February, 1956: Pathologist at 
Hines Hospital reports as polyarteritis nodosa. 


Discussion 


Dr. F. J. SzyMANSKI: Widespread disorders 
whose common denominator is a necrotizing vascu- 
litis were originally called periarteritis nodosa. 
In a recent survey, two-thirds of the reported 
cases of periarteritis nodosa failed to reveal any 
clinical evidence of sensitization. This fact, plus 
microscopic and experimental evidence, has led 
many investigators to designate these diseases as 
allergic vasculitis. For the sake of convenience, 
widespread disorders demonstrating a necrotizing 
vasculitis can be classified into four different cate- 
gories: (1) cutaneous allergic vasculitis; (2) 
systemic allergic vasculitis; (3) granulomatous 
allergic vasculitis, and (4) periarteritis nodosa. 
Cutaneous vasculitis, as the name indicates, is 
limited to the skin. It is a very benign condition. 
There is usually a history of allergy to drugs. The 
most characteristic lesions are urticaria-like papules 
which are persistent. Occasionally we see a pur- 
puric eruption that resembles Schoenlein’s pur- 
pura. We have under our care a patient with 
lesions resembling papulonecrotic tuberculid, but 
histologic sections revealed a necrotizing vasculitis 
in the superficial blood vessels of the skin. 

The second type, systemic allergic vasculitis, is 
the most serious of this group. It usually comes 
on after sensitization to certain drugs, such as 
sulfonamides, penicillin, thiouracil, thiourea, iodides, 
and Dilantin. The difference between systemic 
allergic vasculitis and periarteritis nodosa is the 
absence of clinical evidence of sensitization in the 
latter condition. In systemic allergic vasculitis 
arterioles and venules of the collagen type are 
affected, whereas in periarteritis nodosa, small 
and medium-sized arteries of the muscular type 
are involved. 

Granulomatous allergic vasculitis is a widespread 
condition exhibiting cutaneous and systemic mani- 
festations. It is a serious disease, but it is not 
as severe as systemic allergic vasculitis. Micro- 
scopically the necrotizing vasculitis is associated 
with a sarcoid-like granulomatous reaction in the 
third variety. 

Periarteritis nodosa was the name given to the 
entire group of widespread disorders exhibiting 
an inflammatory necrotizing vasculitis, whether 
allergic or nonallergic. In animals, widespread 
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periarteritis nodosa is produced experimentally by 
methods outside the realm of allergy. Patho- 
logically there are differences which enable Zeek 
and her associates (Am. J. Path. 24:889, 1948), 
to distinguish periarteritis nodosa from the vas- 
cular lesions of hypersensitivity. 

Dr. Bernard YAFFE: Necrotizing nonspecific 
vasculitis was described as early as 1850 by the 
Mexican leprologist, R. Lucio, in cases of diffuse 
malignant leprosy. 

Biopsy sections from multiple leg ulcers revealed 
this phenomenon in a case of lepra presented be- 
fore this Society three years ago. 

Dr. ApotpH ROSTENBERG JR.: This is an inter- 
esting case belonging to an interesting group. 
Years ago there was just one label, namely vas- 
cular allergy; now the group is being divided into 
subgroups such as Dr. Szymanski told you about. 
To me, these subgroups have no particular justi- 
fication. It is my opinion that they are all part 
of a common spectrum. 

I do not know where to put the current case, 
other than to say it is an allergic vascular erup- 
tion. I put in the word “cutaneous” not to indi- 
cate there are no systemic manifestations, because 
there are, but that the disease in this patient seems 
to be stationary. What the future holds for him, 
no one can say. 

Years ago cases of this type were described 
under the label dermatitis nodularis  necrotica 
Werther. The pathology of dermatitis nodularis 
necrotica is that of necrotizing allergic granulo- 
matous vasculitis. In my review of the Shwartz- 
man’s phenomenon, I mentioned dermatitis nodularis 
necrotica. To distinguish between a Shwartz- 
man’s phenomenon and closely related allergic 
phenomena is difficult. Gougerot’s nodular aller- 
gides fits this case well. This is a combination of 
three components—purpuric macules, small sub- 
cutaneous dermal nodules, and vascular lesions. 
The lesions tend to come and go. The pathology 
is that of necrotizing vasculitis. I think all of 
these are an expression of a sensitization. There 
is not time to go into all the manifestations of 
allergic reactions, but for the present the term 
allergic vasculitis is probably the most correct 
label for the group, because I do not think we 
know enough to break it down into the various 
categories. 


Syringoma? Xanthelasma? Presented by Dr 

MALcoLm SPENCER. 

History: The patient, a 59-year-old white man, 
has had an eruption as long as he can recall. It 
has been asymptomatic. There is no family history 
of similar difficulty. 

Physical examination: The general medical ex- 
amination is essentially negative for a man of his 
age. Blood pressure is 164/90. The cutaneous 
examination reveals involvement of the chest. 


Vol. 75, Feb., 198 











UMI 











di- 


i. It 
story 





1 ex- 
yf his 
neous 
chest. 


1957 


UMI 


SOCIETY TRANSACTIONS 


shoulders, back, and upper abdomen. Lesions are 
papular, firm, nontender, and tend to follow lines 
of cleavage. The lesions take on a brownish and 
yellowish discoloration. In addition, the patient 
presents characteristic changes on upper and lower 
eyelids of xanthelasma. His facies are pasty in 
consistency. 

Laboratory findings: Complete blood count and 
routine urinalysis are within normal limits. Serum 
cholesterol 280; total lipids 925; BSP 2% reten- 
tion in 45 minutes. Five-hour glucose tolerance 
normal. S. T. S. negative. 

Biopsy of anterior chest: Diagnosis, syringoma. 


Discussion 


Dr. Davin W. Kerst1nc, Milwaukee: Concern- 
ing syringoma, my clinical experience now consists 
of only three cases, this one and two previously, 
but each was practically a clinical duplicate of the 
others: multiple, discrete, soft, lichenoid and pap- 
ular lesions on anterior chest and eyelids. In 
only one was there a complaint of pruritus. In 
two, the recognized onset was many years after 
the age of puberty, and the three patients were 
men. This little experience is at variance with 
some textbook statements about predominance in 
females and onset at the age of puberty. 

The biopsy settles the issue. The one from the 
chest today shows the characteristic focal .correc- 
tions of multiple cystic sweat duct structures con- 
tinuous with short narrow duct-like tails. While 
not denying the value of comparing the eyelid 
lesions in this patient to xanthelasma, I think 
their resemblance to xanthelasma is somewhat re- 
mote, and close clinical scrutiny of them allows 
the prediction that they also will be syringoma 
histologically. 

Of 33 examples of syringoma, cdded as such on 
histologic grounds, more than half of: the cases 
showed histologically this continuous mixture of 
typical syringoma with trichoepitheliomatous pro- 
liferations. In addition, isolated syringoma has 
been reported by Drs. Weidman and Besancon in 
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a patient with classical hereditary epithelioma 
adenoides cysticum of Brooke (Arch. Dermat. & 
Syph. 21:279, 1930). I concur with those who be- 
lieve that syringoma is a benign adenoma, or, if 
you wish, hamartoma, of eccrine sweat duct epi- 
thelium. 


Annular Dermatofibroma. Presented by Dr. MAr- 
cus R. Caro and Dr. AtBert H. SLEPYAN. 


Discussion 


Dr. RicHarp B. StoucHTon: We had an al- 
most identical case recently where the patient had 
undergone radical mastectomy 15 years ago. Fol- 
lowing the mastectomy, a progressive fibrous 
tumor of annular formation spread over her en- 
tire chest, upper arm, and upper back. I feel 
that these two cases are almost identical. We had 
no idea how to classify it. I wonder where the 
term “annular dermatofibroma” came from. 

Dr. Marcus R. Caro: The term annular der- 
matofibroma is one that we used merely as a 
descriptive one, for we thought that histologically 
it was a dermatofibroma and the lesions were an- 
nular. I do not know what this woman actually 
has. The history of injury is rather vague. She 
tells about being scarred or burned, but I cannot 
visualize an injury that would produce this type 
of scarring lesion. 

Dermatitis Herpetiformis. Presented by Dr. SamMuEL 


Biuerars, Dr. Siras WALLK, and (by invitation) Dr. 
CarLos DEL Busrto. 

Sarcoidosis. Presented by Dr. James WessteER, Dr. 
Staniey Hurr, and (by invitation) Dr. CarLos DEL 
Busto. 

Lichen Spinulosus. Presented by Dr. Davin OmeENs and 
(by invitation) Dr. Harotp Omens and Dr. MARTIN 
L. GeEcut. 

Seleroderma? Poikiloderma? Presented by Dr. RicHarpD 
B. Stovcuton, Dr. JosepH O. PrikzstLey (by invita- 
tion), and Dr. Dorotuy B. WinpHorst (by invitation). 

Case for Diagnosis: Lupus thematosus Profundus (?). 
Presented by Dr. Davin M. COHEN. 

Lymphoblastoma, Type Undertermined. Presented by Dr. 
RicHarp B. StovGHTon and (by invitation) Dr. Joserx 
O. Priestley. 

Parapsoriasis en Plaque? Premycotic Mycosis Fungoides? 
Presented by Dr. SamueEt J. y anon, and (by invitation) 

R. CHRISTINE SUTTON. 

Psoriasis of Nails? Presented by Dr. STEPHEN ROTHMAN 

and (by invitation) Dr. BerNarp STONE. 
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Essential Familial Hypercholesterolemia with 
Xanthomatosis. Presented by Dr. HERBERT 
RATTNER, SAMUEL M. BLUEFARB, and (by invi- 
tation) Dr. Howarp S. YAFFEE. 


Discussion 


Dr. Howarp S. YAFFEE (by invitation): This 
patient is suffering from hypercholesterolemic 
xanthomatosis with xanthoma tuberosa and xan- 
thoma tendinosa. In this entity the serum is 
usually clear rather than milky or turbid, although 
it is not commonly appreciated that these findings 
can occur also in primary familial hyperlipemia in 
which there is a turbid serum. In hypercholes- 
terolemic xanthomatosis, although the serum is 
clear and the neutral fats not appreciably elevated, 
there is elevation of the serum phospholipids and 
serum cholesterol. It is of some importance to 
distinguish between these groups, since the cautious 
use of intravenous and intramuscular depot heparin 
may result in improvement ‘in those cases of pri- 
mary hyperlipemic xanthomatosis. Since the 
cardiac lesions which are sometimes associated 
with this condition may .also improve, heparin 
therapy and the newer developments in. “clearing 
factors” may render the accurate diagnosis of the 
xanthomata of more than academic importance. 

Dr. THEODORE CORNBLEET: The hyperlipemic 
variety appears to respond better to dietary meas- 
ures; the essential hypercholesteremic kind, we 
found, alters little by such changes in food intake 
patients will tolerate for long. It used to be 
thought the lipoids were carried by the fatty part 
of blood serum. Now, we know they are attached, 
instead, to proteins. Perhaps this will give some- 
one a clue as how better to get at them. 


Ochronosis—Alkaptonuria. Presented by Dr. 
SAMUEL M. BLUEFARB and (by invitation) Dr. 
Howarp S. YAFFEE. 

This 42-year-old white, married machinist was 
admitted to the hospital with the chief complaint 
of back pain. His difficulty began in 1944 in the 
lower lumbar area with stiffness and aching and 
in recent years has involved the thoracic and 
cervical areas as well as the chest. Lower bowel 
symptoms were investigated at another hospital 
and diverticulosis discovered. Loose bowel move- 
ments have been present since that time inter- 
mittently. 
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In March, 1955, he had a transurethral resec- 
tion for an enlarged prostate. Shortly after this 
upper gastrointestinal symptoms were attributed 
to hiatus hernia disclosed by x-ray. Fatigue and 
loss of energy have been present for about eight 


years. 

For about five years he has noted darkening of 
the urine on standing, although until he learned 
of his diagnosis he was never aware of this. He 
states that urine changes to a dark brown but not 
black. 

There are no familial disorders such as “dark 
urine,” arthritis, or heart disease. His father and 
mother are living and well in their 60’s. 

On examination the pertinent physical findings 
were as follows. Eyes: There is pigmentation 
present in the sclerae. Ears: On transillumination 
blue-black deposits are noted in the cartilage. 
Genitals: Melanin pigmentation of penis. No dor- 
salis pedis pulse palpable on the left. 

The remainder o1 the physical examination is 
normal except for limited motion on bending, with 
pain. ; 

Laboratory findings: White blood count, dif- - 
ferential, hemoglobin, sedimentation rate, hemato- 
crit, and uric acid all normal. Fasting blood sugar 
110 mg. per 100 cc. Stools examined for parasites 
revealed Endolimax nana. C-reactive protein 
negative. Gamma globulin 765 gm/100. Urinalysis: 
Clinitest—trace red substance. Galactest—positive. 
KOH turns urine dark brown; otherwise negative. 

X-ray data reveals normal upper and lower 
gastrointestinal series, hips, shoulders, knees, and 
hands. Gall-bladder x-rays are normal. Chest is 
normal. Spine films reveal ochronotic arthritic 
changes, with calcifications of the lower thoracic 
intervertebral discs, osteoporosis of the bodies, and 
some narrowing of the joint spaces. 

The pigmentation of the skin sometimes noted 
in this affliction is not striking in this man. 


Discussion 


Dr. Louis A. Brunstinc, Rochester, Minn.: 
The patient seemed to be well informed on all 
the details of his disease. He told me that the 


quality of his urine was such that it could be used 
to develop a photographic film. 

Dr. Howarp S. YAFEE (by invitation): This 
condition is the result of an inborn’ error in the 
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intermediary metabolism of tyrosine in which 
there is probably an inherited defect in enzymatic 
catabolism of homogentisic acid. This material 
piles up in the blood and spills over into the urine, 
where it forms the familiar black color on addi- 
tion of alkali and upon exposure to air (alkapton 
implies an affinity for alkalinuria). This pigment 
also is deposited in mesenchymal tissues and skin. 
The deposition of this blackish polymer into 
cartilage, sclera, bone, tendon, atheromata, pros- 
tate epidermis and connective tissue forms the 
basis of the clinical picture. 

Our patient reveals some interesting features. 
He has inguinal herniae, as described in Gald- 
ston’s case (Alkaptonuria and Ochronosis [M. 
Galdston, J. M. Steele, and K. Dobriner, Am. J. 
Med. 13:432-52 (Oct.) 1952]), although upon 
repair no gross pathology was noted in the tissue 
removed by the surgeons. He also has pigmenta- 
tion of the sclerae, deposition of pigment in the 
cartilages of the ears, severe widespread degen- 
erative osteoarthritis with calcification of the in- 
tervertebral cartilage, hiatus hernia, premature 
arteriosclerosis, pigmentation of the glans penis, 
and alkaptonuria. 

This condition is compatible with longevity, as 
evidenced by Galdston’s case of alkaptonuria and 
ochronosis occurring in a 94-year-old woman. 


Epiloia. Presented by Dr. J. M. McCuskey. 


History: This patient, a 17-year-old white boy, 
was seen because of a “lump” on his scalp that 
was first noticed when he was several months old. 
This tumor has gradually enlarged. The patient 
thinks it is still increasing in circumference but 
is not becoming more elevated. During the past 
few years several new ones have developed in the 
scalp. Some of the lesions on the back appeared 
shortly after birth, but some have gradually de- 


veloped since then. 


He had a cleft palate, which was successfully 
repaired at the age of 3 years. A maternal uncle 
also “was born without a roof in his mouth.” 
There is no family history of epilepsy, insanity, 
or unusual personality changes, and the patient 
has had no evidence of these. He graduated from 
high school at the age of 17 years and is now 
attending business college. He has impairment of 
hearing, bilateral, resulting from erysipelas during 
infancy, probably caused by the cleft palate. 

There are about 15 large pea-to-dime-sized 
lesions in a palm-sized area over the sacrum. They 
are elevated from 0.5 to 0.75 cm. and have a 
“pigskin” appearance. There are five or six of 
these scattered over the back and over the fore- 
head. 

There are verruca-like elevations involving the 
folds at the angles of the nose and cheeks. There 
were on one occasion several pinhead-sized red 
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papules over the cheeks and chin resembling 
adenoma sebaceum. He has a mild acne. He has 
no subungual fibroses. 

Discussion 

Dr. F. W. Lyncu, St. Paul: It may be well to 
recall that epiloia is generally regarded as a triad 
of disorders: mental retardation, epileptiform 
seizures, and adenoma sebaceum. There exists a 
second set of signs and symptoms which are less 
constantly observed: visceral tumors, subungual 
fibromas, peculiar intraocular tumors, and plaque- 
like lesions on the skin of the body and extrem- 
ities. In addition, there is a third set of signs and 
symptoms, already alluded to by Dr. Finnerud, 
which seem not to be at all specific for epiloia but 
only to be nevoid characteristics frequently seen 
in various disorders and fairly commonly observed 
in von Recklinghausen’s disease. In fact, they are 
observed so often in both von Recklinghausen’s 
disease and epiloia that some have thought these 
two conditions are closely related. It is my im- 
pression that they are not, but that each may 
have these associated nevoid abnormalities which 
are common to both and are observed independ- 
ently as well. 

Dr. Minnie O. PertsteIn: Epiloia is part of 
a triad consisting of adenoma sebaceum, mental 
retardation, and epilepsy. There may be a com- 
bination of epileptiform seizure with or without 
eventual mental retardation and cutaneous lesions 
which may consist of a combination or a single 
variety of nevoid lesion. 

This youngster should have an electroencephalo- 
gram. I would not diagnose him as having epiloia. 
He has simple adenoma sebaceum. 

Dr. J. M. McCusxey, Peoria: There is a dif- 
ference of opinion in the use of the term epiloia. 
Butterworth and Wilson (Arch. Dermat. & Syph. 
43:1-41 [Jan.] 1941) felt it was not necessary to 
have all three conditions making up the triad of 
mental deficiency, epilepsy, and adenoma sebaceum 
to justify a diagnosis of epiloia. One or two of the 
three elements were all that were necessary. Good 
and Garb showed the various abnormalities occur- 
ring in a family, some members of whom had 
adenoma sebaceum. (Arch. Dermat. & Syph. 47:- 
197-215 [Feb.] 1943). Others had epilepsy; some 
had electroencephalographic changes without epi- 
lepsy, and some, abnormalities of the visceral 
organs with or without adenoma sebaceum. 

This patient has several abnormalities which 
should justify the diagnosis of epiloia; namely, 
adenoma sebaceum, fibromas of the scalp, the 
pig-skin-like lesions, and cleft palate. 


Pemphigus Erythematoides with Lesions on 
Chest (Two Cases). Presented by Dr. J. 
M. McCuskey, Peoria. 
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Discussion 


Dr. Francis E. SENEAR: Pemphigus erythema- 
tosus was first recognized by Dr. Ormsby and his 
associates. It was a long time before we were able 
to convince our Eastern colleagues that this dis- 
order really was associated with pemphigus. Dr. 
Fred Weiss, one of the early recalcitrants, after 
he had seen. a few more cases, became one of 
those who thought of this as a type of pemphigus. 
Now I believe it is generally conceded that is 
where this belongs. 

I think it is interesting that we have seen differ- 
ent types in different parts of the world. The 
French emphasize the seborrheic aspect. In other 
places it is the foliaceus picture which predomin- 
ates. We have had, I would say, probably 8 or 10 
cases where the patient has shown this picture in 
the early lesions and then goes on to develop 
characteristic pemphigus vulgaris. 

Rather early we were struck by the involvement 
of the face, by the lupus-erythematosus-like picture 
on the face, but we have seen many patients who 
have had nothing on the face, and, conversely, 
others with involvement of the face and little or 
none on the trunk, at least when first seen. The 
man seen today showed a very definite Nikolsky’s 
sign. With the woman, I was not able to demon- 
strate a Nikolsky sign. 

I would accept both of these cases as clinically 
good examples of that disorder, allowing for the 
fact that you do get variants and you may change 
your mind from time to time. 

Dr. STEPHEN ROTHMAN: Do you still believe 
that prognostically it is better than regular pem- 
phigus? 

Dr. Francis E. SENEAR: Yes, although in some 
instances patients go speedily downhill when the 
condition assumes the characteristic pemphigus 
vulgaris type. Dr. Finnerud, and Dr. Ebert saw 
one of Dr. Ormsby’s original patients a couple of 
months ago, and they state he is entirely clear 
except for L-E-like changes of the nose, which 
have never interfered with his health in any way. 
The first case that I saw was striking in the L-E 
aspects of the disorder. She was a young woman, 
and we kept track of her for about 20 years, when 
she still had trouble. 

Dr. Louis A. Brunstinc, Rochester, Minn.: It 
is my feeling that pemphigus erythematoides and 
the Senear-Usher syndrome are forms of pem- 
phigus foliaceus and are distinct from pemphigus 
vulgaris. In cases of pemphigus foliaceus the 
constitutional reaction is usually mild. The pa- 
tients are disfigured but are not sick. The eosino- 
philia is high, and now and then a definite reaction 
of anaphylaxis of some sort or other can be 
related to the onset of the disorder. I have seen 
one instance in which the disease was initiated by 
a reaction to the eating of lobster. While the 
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steroid hormones offer most in the management of 
pemphigus foliaceus, not all patients need such 
treatment, and the regulation of dosage must be 
highly individualized. Lately we have been favor- 
ing the use of prednisone because of the lower 
dosage needed and the lack of reactions involving 
a disturbance of the electrolytes, but certain indi- 
viduals do better on one form of steroid than 
another. 


Case for Diagnosis. Presented by Dr. RicHArRD 
B. StouGHTon and (by invitation) Dr. BERNARD 
STONE. 

A 49-year-old white man had an ulcer over 
the right eyebrow three years ago, which. was 
subjected to biopsy and subsequent therapy with 
9 or 10 x-ray treatments at Barnes Hospital in 
St. Louis. At that time he also had a_ scaling 
lesion in front of the left ear which, he was told, 
needed no treatment “until it erupted.” It devel- 
oped a hard, raised border two years ago. He was 
seen two weeks ago in the Dermatology Clinic of 
the University. of Chicago Clinics. In the left 
preauricular area there was a raised infiltrated 
lesion the shape of a figure eight with a central 
depression. 

Three biopsies were performed. In the skin 
biopsy section the epidermis is irregularly acan- 
thotic. ‘Extensive basophilic degeneration of col- 
lagen is present. In the center of the section there 
is a large mass of queer cells extending from the 
epidermis down into the corium as a rather solid 
unit and expanding slightly at the base. Each cell 
seems to be a keratinous mass enclosing two to 
five nuclei, though fusion of these cells makes 
their individualization difficult. In one area there is 
a palisade-like arrangement of normal-appearing 
basal cells at the periphery of the tumor mass. 
There are large eosinophilic hemogenized areas 
within the tumor mass where no nuclei can be 
seen. A moderate lymphocytic and plasma cell 
infiltrate is present around the tumor mass. 


Bowen’s Disease. Presented by Dr. RicHarp B. 
STouGHiON and (by invitation) Dr. JoserH O. 
PRIESTLEY. 


Discussion of Preceding Cases 


Dr. Marcus Caro: The first case histologically 
is entirely foreign to me. There is a down growth 
in one area from the basal layer of the epidermis. 
The cells are large and they seem to have homog- 
eneous bodies in the deeper part. Because of the 
similarity in this particular respect to molluscum 
contagiosum, I think that this may be some type 
of virus disease giving rise to tumors. What it is, 
I do not know. ‘ 

Dr. Siras WALLK: In the first case, I should 
like to suggest the diagnosis of molluscum seba- 
ceum, which is actually keratoacanthoma. 
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Dr. Louis A. Brunstinc, Rochester, Minn.: 
My impression of the patient with the ulcer over 


the eyebrow is that this is a form of cystic acne. 


The tissues may have become invaginated. Some 
of the inflammatory reaction may be related to 
the retention of fat. Treatment with superficial 
cautery to exteriorize the process might allow it 
to heal. 

Dr. RicHarp B. StoucHton: The histology of 
the first case is completely foreign to anything I 
have ever seen. Clinically the lesion has been 
present for three years, at least, and it is still 
growing. This does not fit a diagnosis of kerato- 
acanthoma. 


Exudative Discoid and Lichenoid Chronic 
Dermatitis. Sulzberger-Garbe? Presented by 
Dr. S. J. ZAKON. 


Exfoliative Dermatitis. Secondary to Chlor- 
promazine and Ultraviolet Light? Presented 
Dr. SAMUEL M. BLUEFARB and Dr. Howarp S. 
YAFFEE (by invitation). 


Discussion 


Dr. Francis W. Lyncu, St. Paul: The case 
presented by Dr. Zakon was described as “exuda- 
tive discoid and lichenoid chronic dermatitis,” a 
title which always disturbs me a little. I do not 
regard the condition as a definite entity, but rather 
as a manifestation of disseminated neuroderma- 
titis (atopic dermatitis), though admittedly a less 
common type of manifestation than the usual dif- 
fuse process. It certainly is exudative, but many 
of the lesions are not truly discoid and few, if any, 
in this instance are lichenoid. To me it is closely 
related to nummular eczema. 

Dr. A. M. BucHotz: Those of us who spent 
any time in the Eastern part of the United States, 
saw many cases of chronic discoid and lichenoid 
exudative dermatitis. They classify it as a sub- 
grouping of disseminated neurodermatitis. 

Dr. Mitton Rosin: I wish to direct my com- 
ments to the second case, that of exudative dis- 
coid and lichenoid chronic dermatitis. For some 
time Dr. J. Kepecs and I have been engaged in 
studies of skin sensation, employing the simple 
technique of stroking selected areas of the skin, 
e.g., the antecubital fossa, forehead, and determin- 
ing the subject’s response to this stroking. The 
testing was done on both involved and uninvolved 
skin. We have found that in most persons, after a 
few moments of ticklishness, the cotton stroking 
is then reported as touch or rubbing. In a num- 
ber of individuals, including patients with neuro- 
dermatitis and other dermatoses, we were able to 
predict the nature of their responses to cotton- 
wool stroking on the basis of a brief estimation of 
their personality characteristics. Persons who 
seemed to be fairly well controlled and not over- 


Societies 


flowing with emotion generally showed a pattern 
of a brief response up to 20 seconds of ticklish- 
ness followed by sensations of touch during the 
remainder of the two-minute test period that they 
employed. Persons who overflowed with emotion- 
ality and expressed labile affect, and wept easily, 
tended to show a response of ticklishness through- 
out most of the test period. Five patients suffer- 
ing from neurodermatitis were studied while they 
were hospitalized, and their reactions to this cotton 
stroking were compared with their personality 
structures, relationship to the examiners,.and the 
state of the dermatosis. Some of our observations 
on these patients were as follows: Those whose 
reactions tended to be either extremely defensive 
or whose emotions were excessive and ill con- 
trolled generally showed all-or-nothing skin re- 
sponses, that is, they showed all itch or tickle 
responses or all touch responses during a given 
two-minute test period. Patients showing this type 
of response were resistant to therapy and retained 
their dermatosis for long periods of time. Pa- 
tients whose emotions seemed to be better inte- 
grated showed more skin responses of what we 
call normal adaptation, that is, a brief period of 
ticklishness followed by a sensation of touch. In 
this group the responsiveness to therapy was good 
and the eruption cleared more quickly. These 
studies indicate quite definitely that the sensory 
responses of the skin, its threshhold of itchiness 
in dermatitis, are clearly related to the emotional 
state of the individual at the particular time he is 
being studied. 

Dr. S. J. ZAKxon: This patient loves to discuss 
and to describe his symptoms. He dares you to 
help him. He is without any doubt a very dis- 
turbed person. 

In Obermayer’s “Psychocutaneous Medicine,” 
p. 374, I found the following report on the psy- 
chiatric management of exudative discoid and 
lichenoid chronic dermatitis : 

“Psychiatric studies of five patients so afflicted 
were carried out by Schur. Two by means of 
psychoanalysis and three by extensive interviews 
and narcoanalysis. In the case of one of the 
psychoanalyzed patients the eruption disappeared 
after 18 months of therapy, but due to a disturbing 
experience connected with his father’s fatal ill- 
ness, and a symbolic sacrifice on his own part (the 
shaving off of his moustache), the eruption re- 
curred. The patient had an extreme fixation on 
the anal level with great anxiety about anal cas- 
tration. His conflict was so great that there were 
only two possible reactions for him: Complete 
psychotic breakdown, or the development of or- 
ganic lesions. Corresponding to a very primitive 
superego, any upsurge of aggressive or sexual 
drives created not yet guilt feelings but deepest 
anxiety or retaliation from the outside, felt as 
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castration fear. The symptoms, with all their self- 
destruction, were not just self-punishment, but 
corresponded to the magic of sacrifice.” 

Ladies and gentlemen, if you do not iidetesiei 
the significance of the quotation, I do not blame 
you. Neither do I. 


Lichen Sclerosus et Atrophicus. Presented by 
Dr. STEPHEN ROTHMAN. 


A 50-year-old housewife was first seen in Janu- 
ary, 1955, with lichen sclerosus et atrophicus of 
the vulva and a discoid lesion on the left thigh. 
This latter lesion was not influenced by x-ray 
treatment, 150 r given twice at two-week intervals. 
In the last year numerous small new lesions have 
appeared on the inside of both thighs. 

A vulvectomy was performed in 1950, and at 
present the patient is under the care of a gynecol- 
ogist. The patient also had an ovarian cyst re- 
moved in 1932, and a complete hysterectomy and 
anterior and posterior repair in 1950. 

All laboratory findings were within normal 
limits except that she has a mild diabetes, which 
is well-controlled. 

In the linear surgical scars of the abdomen, 
after cholecystectomy, there are linear lesions of 
lichen sclerosus et atrophicus. 

A biopsy section taken from the discoid thigh 
lesion is presented. 


Discussion 


Dr. Louris A. BrunstInc, Rochester, Minn.: 
There is a great deal of confusion among medical 
men, especially gynecologists, about the distinction 
between lichen sclerosus et atrophicus and senile 
atrophy of the vulva with leukoplakia or krau- 
rosis vulvae. In lichen sclerosus et atrophicus, 
the potential of malignancy is exceedingly low, 
and, if vulvectomy is considered, it is done mostly 
because of attempts to relieve the discomfort of 
shrinkage and fissuring, and it is true that the 
results are not highly satisfactory. In cases of 
leukoplakia or kraurosis vulvae, the procedure of 
vulvectomy often saves trouble and some compli- 
cations. 

Dr. STEPHEN ROTHMAN: The appearance of a 
linear lichen sclerosus et atrophicus in a cholecyst- 
ectomy scar was not mentioned, but it is remark- 
able. Ido not advocate vulvectomy in such cases, 
for two main reasons. One is that recurrences in 
and outside the operative scare are the rule, and 
the other is the deleterious psychological effect 
of vulvectomy in most women. True kraurosis 
vulvae, a precancerous condition, is extremely 
rare, but our gynecologist colleagues often make 
this diagnosis in both neurodermatitis and in 
lichen sclerosus et atrophicus of the vulva and 
perform vulvectomies on this basis without benefit 
and often causing harm. I should like to ask Dr. 
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Brunsting whether he has had good therapeutic 
results with chloroquine in lichen sclerosus et 
atrophicus. 


Dermatomyositis? Presented by Dr. STEPHEN 

RoTHMAN and (by invitation) Dr. Ropert C., 
; Ranguist and Dr. Rocer W. Pearson. 

History: A 48-year-old white female metal 
sorter was in good health until October, 1954, 
when she noted periungual erythema of the fingers. 
In March, 1955, she developed pruritus of the 
ears. Two weeks later pruritic, erythematous 
macules appeared on the extensor surfaces of. the 
forearms and “V” area of the neck. The macules 
gradually coalesced. 

The lesions failed to respond to local treatment. 
After sedation, sodium thiosulfate injections, and 
Grenz rays were given, the pruritus subsided to a 
considerable degree, and several partial remissions 
were obtained. However, the lesions gradually 
spread to involve the dorsa of the hands, lateral 
surfaces of the neck and arms, lower anterior 
thighs, and later the butterfly area of face and 
forehead. In addition, the lesions became quite 
edematous. Two weeks prior to admission to the 
hospital the patient noted minimal upper limb 
weakness. 

The past history and family history were non- 
contributory. 

Physical examination: Positive physical findings 
on admission were limited to the skin, where there 
was an extensive, sharply demarcated, edematous, 
slightly scaling eruption over involved areas. The 
color was that of a somewhat violaceous erythema. 

Laboratory findings: Hemoglobin 13.5 gm.; 
hematocrit reading 40%; ESR 25/22. White blood 
cells 6,750, with normal differential. Urinalysis 
negative. Stools for blood negative. Three L. E. 
preparations negative. Total protein 7.8, albumin 
4.6, globulin 3.2 gm.; creatinine 1 gm/24 hours, 
creatine 0/24 hours; liver function tests normal. 

X-rays: Chest and upper and lower: gastro- 
intestinal tract within normal limits. 

Biopsy of skin and muscle showed, in skin, 
atrophy, follicular plugging, some edema of upper 
corium, very little perivascular infiltrate; in mus- 
cle, moderate atrophy, lymphocytic fnfiltrate about 
vessels between bundles and within the muscle 
itself. 

On sedation and rest the lesions showed fading 
and partial loss of edema. The patient was dis- 
charged on testosterone propionate therapy, 25 mg. 
twice per week. 


Discussion 


Dr. Lours A. Brunstinc, Rochester, Minn.: 
This patient seems to present the characteristic 
features of dermatomyositis. Weakness is not 
pronounced, although she is unable to rise to 4 
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sitting position unaided. The course has been 
rather slowly progressive over the past 18 months. 
In dermatomyositis, the electromyogram shows 
fibrillation and other evidences of myositis, but 
the picture is not distinctive. If a muscle biopsy 
is contemplated, the site of choice sometimes can 
be ascertained by a myogram of various muscles, 
choosing the one in which the abnormal potentials 
seem to be the most marked. There is no specific 
treatment for dermatomyositis. When we reviewed 
our experience in cases in childhood, the disease 
in those who recovered seemed to have run a 
course of about five years. Measures of physical 
therapy to prevent contractures of the joints are 
highly desirable, and some member of the family 
should be instructed in the details of the technique. 
The administration of cortisone should be con- 
tinued during the time that the disease appears to 
be active, although the conventional laboratory 
tests are of less help than the clinical impression 
of the patient in guiding the regulation of the 
dosage. Probably one-third of the patients with 
dermatomyositis develop forms of calcinosis, and 
this is particularly common in children. Deposits 
of calcium may persist for years and be extruded 
from time to time. I have under observation at 
the present time a physician, aged 45, who has 
large depots of subcutaneous deposits of calcium. 
He is entirely well in all other respects. He gives 
a history of having had a febrile illness for two 
years at the age of 12, which was considered to 
be atypical rheumatic fever but which, in retro- 
spect, fits all the criteria for dermatomyositis. 
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In our experience the incidence of neoplasm in 
cases of dermatomyositis is no higher than it is 
for the general run of the population in the 
same age group. 


D fibr Protruberans. Presented by Dr. M. 
SamvueEt M. BLuerars and (by invitation) Dr. J. Harvey 
JOHNSTON. 

Mel with Met: Presented by Dr. °Davip 
Omens, and (by invitation) Dr. Harotp Omens and 
Dr. Leonarp Horr. 

Familial Benign Chronic Pemphigus. Presented by Dr. 
C. W. Finnerup and Dr. F. J. Sexesneni. 

Case for Diagnosis. K ? Psoriasis? Presented by 
Dr. Myron H. Kutwin. 











Granuloma Annulare. Presented by Dr. Matcorm C. 
SPENCER. 
Lupus Erythematosus vs. Lupus Vulgaris. Presented by 


R. THEODORE CoRNBLEET, Dr. Bernarp YAFFEE, and 
(by invitation) Dr. Leonarp Hott. 

Subacute Disseminated Lupus Erythematosus. Presented by 
Dr. Samuet M. Biuerars and Dr. Siras WaLLK, and 
(by invitation) Dr. Martin L. Gecut. 

Discoid Lupus Erythematosus. Presented by Dr. JAMES 
Wesster, Dr. Stantey Hurr, and (by invitation) Dr. 
CarLos DEL Busro. 

Case of Lupus Erythematosus (Profundus?) Lymphoblas- 
toma(?) Presented by Dr. E. A. Oriver, Dr. ApvoLpH 
ROSTENBERG, JR., and (by invitation) Dr. V. Iverson. 

A Case for Diagnosis. Ioderma? Presented by Dr. TuHeEo- 
DORE CoRNBLEET and Dr. S. Barsky, and (by invitation) 
Dr. Leonarp Horr. 

Creeping Eruption: Larva Migrans in a Girl Who Vaca- 
tioned in the South. Presented by Dr. Paut K. WeicH- 
SELBAUM. 

Myelog Leukemia with Gr I Uleer. Pre- 
sented by Dr. Samuet M. Biuerars and Dr. Siras 
Wat_xK and (by invitation) Dr. Cartos pret Busrto. 

Lymphoblastoma—Mycosis Fungoides. Presented by Dr. 
Mirton Rosin. 

Myxedema with Carotenemia. Presented by Dr. JAmeEs 
Wesster, Dr. Stantey Hurr, and (by invitation) Dr. 
Martin L. Gecut. 

Congenital Keratosis Palmaris et Plantaris. Presented by 
Dr. Davip Omens, and (by invitation) Dr. Haroitp 
Omens and Dr. Martin L. Gecurt. 
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CLEVELAND DERMATOLOGICAL SOCIETY 


John R. Haserick, M.D., President 
Allen E. Walker, M.D., Secretary 
Melvin Brody, M.D., Reporter 
Feb. 23, 1956 


The Psoriasis Group 
Dr. George H. Curtis, Presiding 


Speakers 


Dr. BENJAMIN P. PERSKY: 
sented Psoriatic Cases. 
Dr. Rotanp E. Lone: Hereditary Factors in 

the Etiology of Psoriasis. 

Dr. Epwarp H. Jones Jr.: Blood Chemistry in 
Psoriasis. 

Dr. H. H. Jounson Jr.: Psychosomatic Factors 
in Psoriasis. 

Dr. Frank M. McDona_p: 
nomenon in Psoriasis. 
Dr. GeorceE W. BinKLEY: Important Points in 

the Pathology of Psoriasis. 

Dr. E. W. NetHerton: The Goeckermann 
Treatment in Psoriasis. 

Dr. Huco Hecut: Psoriasis in Some of the 
Concentration Camps in Europe. 

Keratosis Follicularis. Presented by Dr. E. W. 
NETHERTON and Dr. W. N. Davipson (by invi- 
tation). 

This 6-year-old girl has had an asymptomatic 
papular eruption on the wrists, forearms, and 
neck since the age of 1 year. New lesions have 
appeared, involving the upper trunk. They consist 
of small angular and round papules, which are 
light brown to skin color. Some of the larger 
lesions have a verrucous, hyperkeratotic surface. 
The child’s mother has keratosis follicularis, and 
it has occurred in five generations of the patient’s 
family. 

Microscopic examination shows hydropic cells 
scattered throughout the epidermis, and suprabasal 
lacunae with corps ronds and grains are present. 


Discussion of Pre- 


The Koebner Phe- 


Discussion 


Dr. G. W. Binxtey: I thought the lesions 
around the back of the neck were typical of kera- 
tosis follicularis. They have improved much on 
vitamin A therapy. 

Dr. E. W. NetHerton: When this child first 
came to the Clinic, there were numerous lesions on 
the hands and forearms, very much like the ones 
now present on the neck. Since she has been 
taking vitamin A, many of the lesions on the 
forearms have disappeared. Five generations of 
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this child’s family are known to have had Darier’s 
disease. The mother at the present time has many 
large vegetating lesions on the legs. We have not 
had the opportunity of seeing her. However, the 
aunt who accompanies this patient to the Clinic 
thinks that there has been some improvement in 
the mother with vitamin therapy. 


Pityriasis Rubra Pilaris. Presented by Dr. E. 
W. NETHERTON atid Dr. WiLtIAM Dorner (by 
invitation). 

A boy aged 5% years, has had a papulosquamous 
eruption for the past three years. It began on 
dorsa of the feet and spread to the hands, arms, 
and trunk. The face was involved early in the 
disease. The .papular lesions have been more 
apparent on the backs of the hands and fingers. 
The lesions are follicular and hyperkeratosis de- 
velops at their apices. 

The section of a biopsy specimen from the back 
of the right hand showed hyperkeratosis, focal 
parakeratosis, follicular plugging, and moderate 
perivascular infiltration in the papillary layer. 
Treatment has consisted of 75,000 units of water- 
soluble vitamin A daily by mouth and the use of 
bland ointments. 


Discussion 


Dr. G. W. Binxtey: According to the history, 
this boy’s eruption began about a year before you 
saw him, so that he has had it about three years. 
From the appearance of the lesions and the dis- 
tribution, I thought there was much more involve- 
ment than is seen in pityriasis rubra pilaris. There 
is involvement of the scalp, with generalized 
erythroderma. The parents stated that it had been 
redder at times. The whole appearance suggested 
a milder form of congenital ichthyosiform eryth- 
roderma. I would regard this as a probable de- 
layed physiologic nevus and that would explain 
the poor response to the 75,000 units of vitamin 
A. In a delayed physiological nevus, there is 2 
basic defect in the metabolism of the skin which 
does not improve with supplementary vitamins. 

Dr. A. L. Lerpy: The parent had some interest- 
ing lesions on the dorsum of his right hand, with 
some scaling. He seemed to blame it on the 
steering wheel. I wonder if that could possibly 
be connected with the child’s condition. 
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Dr. J. R. Hasertcx: I think the microscopic 
evidence is pretty strong for pityriasis rubra 
pilaris. I am wondering if perhaps the poor re- 
sponse is because the vitamin A has been given by 
mouth, as one would in a child this age, and 
wonder what would happen if intramuscular 
vitamin A were to be used. 

Dr. Atvo A. Guipuccr: If the vitamin A ther- 
apy is stopped, does it recur? I have not been too 
impressed with vitamin A therapy in pityriasis 
rubra pilaris. 

Dr. Georce H. Curtis: In regard to the vitamin 
A therapy, I have three adult patients who have 
cleared up beautifully on it. I have given them 
enormous doses. One patient I gave more than 
1,000,000 units a day for weeks on weeks. I have 
a Negro patient now who has it and has had 
400,000 units of water-soluble vitamin A per day 
for one and one-half years. There is no evidence 
of hypervitaminosis A. Every so often we cut 
it down to 200,000 units, and he has a relapse. 
Then he is given a series of intramuscular in- 
jections, and his skin comes back to normal. 

The patient to whom I had administered more 
than 1,000,000 units per day seems to have had 
a permanent remission, since his skin has been 
normal for the past three years without treatment. 

Dr. E. W. NetHerton: I think that Dr. Bink- 
ley’s suggestions are of interest, but we did not 
think of ichthyosis or erythroderma because of 
the fact that there was not marked involvement 
of the popliteal and cubital fossae, as usually seen 
in that condition. Furthermore, the lesions here 
are very follicular and present on the dorsal sur- 
faces of the fingers, as well as over the body. 
The scaling of the scalp is characteristic of a 
pityriasis rubra pilaris. This child does have 
some hyperkeratosis of the soles but practically 
no hyperkeratosis of the palms. The histologic 
changes which are seen in the biopsy sections are 
compatible with those of pityriasis rubra pilaris. 
I feel, as Dr.. Haserick does, that the dosage of 
vitamin A must be increased, but hesitate to give 
intramuscular injections, as they are often painful, 
and it is difficult to have a child of this type come 
in regularly for injections. 

Dr. F. M. McDonatp: I should like to make 
one suggestion. In using large doses of vitamin 
A, I have the impression that one of the earlier 
manifestations of hypervitaminosis A is not always 
aches in the muscles or joints or color changes in 
the skin, but a drying out of the lips, along with 
fissuring. I have seen that three or four times, 
and I think it is a finding we have to watch for as 
a manifestation of intolerance. 


A Case For Diagnosis. Presented by Dr. E. W. 
NETHERTON and R. H. Harpine Jr. (by invita- 
tion). 


Societies 


A white boy, aged 8 years, was first seen at the 
Clinic eight months ago. Three weeks prior he 
had noticed a few pruritic lesions over the left 
middle finger. Within a month the two adjoining 
fingers became involved, and two weeks later the 
eruption spread to the left forearm and elbow. 
Seven months after the onset the patient returned, 
showing numerous grouped papules with large, 
oily, adherent crusts, arranged in linear formation 
from the ‘left middle three fingers up the fore- 
arm, the arm, and on to the left upper back. 

Sections from a biopsy specimen showed marked 
parakeratosis, marked acanthosis, and many neu- 
trophils in the upper corium. The papillae were 
edematous, with capillary. dilatations. Laboratory 
work, including cultures, was noncontributory. 
Treatment consisted of local and systemic anti- 
biotics, as well as x-ray therapy. Crude coal tar 
and other ointments have been applied locally. 


Discussion 


Dr. I. L. ScHonserc: I saw this boy once in 
my office. Three diagnoses were made, to be ruled ~ 
out. One was nevus unius lateris; the second was 
herpes zoster; the third diagnosis was some type 
of psoriasiform lesion. It was a very interesting 
case; at that time there was some secondary in- 
fection present, and when this cleared up it had 
much the appearance of what he had today. It 
began suddenly, very similar to herpes zoster, and 
then the lesion became a persistent type of dis- 
order, following along the nerve course. At that 
time I was wavering in my diagnosis, and I re- 
garded it as possibly herpes zoster with secondary 
psoriasiform reaction on the skin. We all know 
that nevus with psoriasiform diathesis might pro- 
duce a psoriasiform lesion in an area of herpes. 
In the last ArcHIves there was a case of sebor- 
rheic dermatitis which followed a nerve lesion on 
one side of the face. 

Dr. G. A. DeOreEo: I thought of two possi- 
bilities (before looking at the biopsy specimen) ; 
the first diagnosis was a delayed type of nevus 
and particularly nevus unius lateris, and the zoster- 
form distribution would strongly support this con- 
dition. A less likely possibility would be the early 
stage of incontinentia pigmenti. However, after 
studying the biopsy specimen, only one diagnosis 
seems justified and that is psoriasis. The tissue 
section shows all the classic changes seen in that 
disease. It may be that the linear distribution is 
the result of some irritation occurring along a 
segmental nerve, eliciting a Koebner phenomenon 
and thus producing the configuration. 

Dr. E. H. Jones Jr.: The mother said that 
she had not told anyone else, including Dr. Nether- 
ton, that she had used some Siroil on the lesion, 
and she thinks that it helps more than anything 
else. 
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Dr. E. W. NETHERTON: I feel that the lesion 
should be treated as a psoriasis. The histologic 
changes seen in the biopsy section are quite typical 
of those seen in psoriasis, particularly pustular 
psoriasis. In the differential diagnosis, we thought 
at first of a unilateral nevus, which certainly does 
not usually start as a markedly purulent lesion, 
such as occurred in this case, or with numerous 
papulovesicular lesions such as were seen in the 
early stages of this eruption. I feel that we can- 
not ignore the changes seen in the histologic 
sections. The pathologic findings in this case are 
certainly more like those of psoriasis than those 
of nevus. We hope to follow this case and to 
report later on the outcome. 


A Case for Diagnosis: 1. Urticaria Pigmentosa 
(Nodular Type?) 2. Xanthogranuloma? Pre- 
sented by Dr. J. R. HAsertcK and Dr. WILLIAM 
Dorner (by invitation). 

This 18-month-old white girl has had _ skin 
trouble since the age of 8 weeks. Originally there 
was simply a dermatitis of the cheeks. At the 

‘age of 5 months small brown papules developed 
on the cheeks and gradually involved the arms, 
chest, and thighs. On examination, these areas now 
show reddish-brown papules, 1 to 3 mm. in diam- 
eter, which do not show whealing after being 
rubbed. Histologic examination shows an infiltrate 
of cells in the upper dermis which resemble fibro- 
blasts, but have a foamy milieu. Thionine stain: 

Occasional cells containing granules (mast cells) 

are seen in the perivascular position in the papillae 

and upper dermis. Methylene blue eosin stain: 

No cells with purple staining granules are seen. 

Giemsa stain: Cells with purple staining granules 

are seen. 


Discussion 


Dr. A. E. WaLker: There is one point I should 
like to bring out. I have seen a few of these 
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cases, and every one I have seen has an allergic 
background. There is an allergic background in 
this child. I stroked the child’s skin, and there 
was a triple response which lasted for at least a 
half hour. I do not know what it means, but it 
is interesting, because all I have seen have had 
that. 

Dr. B. P. Persxy: I agree with the diagnosis 
of urticaria pigmentosa. The lesions on the face 
are quite helpful in making a diagnosis. 

Dr. G. A. DeOreo: I did not try stroking the 
normal skin, but I did try to produce urtication 
of lesions which are present and I could not pro- 
duce the urticaria phenomenon. I think that is 
against urticaria pigmentosa, and the biopsy did 
not show mast cells to substantiate that. I think 
the diagnosis of juvenile xanthoma should be e..- 
tertained. 

Dr. G. W. BinKLEy: This is another cutaneous 
disease which may have concomitant bone changes 
(Sagher, F., and others: J. Invest. Dermat. 18 :425 
[June] 1952). If radiographs of the skull, ribs, 
and long bones are done, with the findings of 
cystic osteoporosis and thickening of the lung 
trabeculae, the diagnosis of urticaria pigmentosa 
would be confirmed. 

Dr. G. M. Stroup: At staff meetings at Uni- 
versity “Hospitals, Dr. Walker commented on 
urticaria pigmentosa responding to antihistamines. 
What is the value of antihistamines in treating 
this condition? 

Dr. A. E. WALKER: I think it helps, but in all 
I have been able to follow it did not make the 
lesions disappear completely, but made them show 
far less urticarial reaction than they had pre- 
viously. 


Pemphigus Vulgaris 
Presented by Dr. Grorcrk H. Curtis and Dr. W. N. 
Davipson Jr. (by invitation). 

Hand-Schuller-Christi Di Presented by Dr. J. R. 
Haserickx and Dr. R. H. Harpine Jr. (by invitation). 
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Nathan Sobel, M.D., President 
Maurice J. Costello, M.D., Secretary 
Feb. 14, 1956 


Eruption Following Vaccination for Poliomye- 
litis (Erythema Multiforme? Psoriasis?) Pre- 
sented by Dr. Greorce M. Lewis. 

A girl aged 5 years, was given an antipoliomye- 
litis inoculation on Dec. 17, 1955. Two days later 
a “white pimple” appeared at the site, accompanied 
by fever and malaise. A second inoculation was 
administered on Jan. 10, 1956. Two days later 
vesicular and crusted lesions were noted on the 
extremities and trunk. Gradually more lesions de- 
veloped to include the scalp and face. The erup- 
tion has been asymptomatic. 

The patient had tonsillitis two weeks prior to 
the onset of the rash, treated with Terramycin. 

There is no family history of arthritis, psoria- 
sis, or tuberculosis. 

When the patient was first seen two weeks ago 
there were erythematous, edematous, target-like 
lesions, some of which were crusted, on the face, 
trunk, and extremities. None were larger than 
1.5 cm. in diameter. These have gradually in- 
creased in size, and new lesions have continued 
to appear. None has disappeared. There is a 
striking symmetry. On the right arm several le- 
sions are in linear distribution. The eruption now 
is erythematous, the lesions discrete, superficial, 
scaling. There are lesions on the face, over the 
lower part of the occiput, in the parietal region 
of the scalp, on the trunk, and particularly on the 
extensor surfaces of the extremities. 

Urinalysis showed 1+ albumin. The white blood 
cell count was 8600, with a normal differential 
count. Bacteriological culture of a new lesion gave 
no growth. 

Biopsy showed intraepidermal bullae containing 
serum, polymorphonuclear leukocytes and lympho- 
cytes, located subcorneally and extending to the 
bottom of the epidermis. In the upper cutis the 
vessels were occluded and undergoing degenerative 
changes, surrounded by edema and lymphocytes. 
Diagnosis: Erythema multiforme (toxic). 

A trial of tetracycline orally and antibiotic oint- 
ments have been ineffective, although the crusting 
has disappeared. Several new lesions have ap- 
peared during the past week. 


Discussion 
Dr. Perry Sacus: The slide, while it showed 


psoriasiform features, wasn’t typically psoriasis, 
and I don’t think it is erythema multiforme. This 


fits in with the eruption seen following administra- 
tion of antibiotic drugs—a guttate, psoriasis-like 
eruption. However, I questioned the mother and 
she said the child had a vaginal discharge. I 
should like to suggest possible gonococcal vaginitis 
and: keratosis blennorrhagica, or Reiter’s syndrome. 

Dr. Davip Bioom: I believe we are dealing with 
a toxic eruption of psoriasiform appearance fol- 
lowing a vaccine injection. 

Dr. THomas N,. GRAHAM: I think the patient 
does not have psoriasis. I would favor the diagno- 
sis of erythema multiforme following poliomyelitis 
vaccine injections. 

Dr. ANTHONY C. Crpottaro: I favor the diag- 
nosis of erythema multiforme. This is a most 
important case, because, as far as I know, it is the 
first time a reaction of this type has been noted 
so soon after poliomyelitis vaccine injections. 

Dr. Ortanpo CANIzARES: It is most likely a 
toxic reaction. Although there is a history of 
administration of Terramycin, the sequence of 
events seems to favor the poliomyelitis vaccine 
as the cause of the eruption. 

Dr. Joon W. DovucHerty: I think this is a 
toxic eruption. There are two points of interest: 
First, should the child receive the third injection? 
My answer would be yes. The first injection is 
sensitizing, the second is to increase the anti- 
bodies, and the third is just a booster, so we 
wouldn’t expect it to be worse than the second. 
Also, when one gives a patient bacterial toxoid or 
vaccine, you will see a sterile furunculosis, and it 
seems to me within the realm of possibility that 
the same would appear with a virus. 

Dr. Wivpert SACHS: You can get a psoriasi- 
form eruption following administration of drugs. 
I don’t think it is psoriasis, because there are defi- 
nite vesicles, and you do not get vesicles with 
psoriasis. My diagnosis would be erythema multi- 
forme. 

Dr. Perry Sacus: There is a superficial sub- 
corneal vesicle, which might be a part of the pic- 
ture or a secondary change. 

Dr. NATHAN SoseL: Could it be due to secon- 
dary infection? 

Dr. Perry SACHS: 
picture. 

Dr. Maurice J. CosteLto: The eruption doesn’t 
impress me as classical erythema multiforme. The 
lesions are somewhat infiltrated as you find in 
psoriasis. The best one can do is to use a de- 
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scriptive term, as psoriasiform type of erythema 
multiforme. I think there is a definite relationship 
to the antipoliomyelitis injection. There is too 
much impetiginous crusting, which followed bul- 
lous formation, as stated by Dr. Lewis. 

Dr. NATHAN SoseL: We have seen erythema 
multiforme types of eruptions after smallpox vac- 
cination, but there we are dealing with live virus. 
In poliomyelitis vaccine there is a dead virus. I 
think the patient has a toxic eruption. There are 
minute amounts of penicillin in the poliomyelitis 
vaccine. The mother says the patient had received 
penicillin previously with no reaction. It is said 
that even if a patient is sensitive to penicillin 
there is no objection to giving the vaccine, as 
reactions to so small an amount are very rare. — 

Dr. Maurice J. Costetto: I don’t think I have 
ever seen keratosis blennorrhagica in a female. 
Reiter’s disease occurs only in the male. 

Dr. Perry Sacus: I have not seen keratosis 
blennorrhagica, but I have seen Reiter’s syndrome 
in one woman of 30 or 40. 

Dr. Georce M. Lewis: With the consensus that 
it is a toxic type of eruption, the prognosis is 
much better than if it is psoriasis. The eruption 
does not impress me as keratosis blennorrhagica, 
and the vaginal discharge occurred six months 
previously. The lesions, as Dr. Dougherty will 
verify, look different now than just a week ago 
when they were edematous. It is a drier, flatter, 
scalier eruption tonight than it has been. Whereas 
at first there were crusts, it is a scale that is 
present now. 


Lichen Sclerosus et Atrophicus. Presented by 
Dr. JoHN W. DouGHERTY. 


A woman aged 57 was first seen in the Derma- 
tology Clinic of the New York Hospital on May 
25, 1951, complaining of pruritus ani. The diag- 
nosis of moniliasis was made. She received four 
x-ray treatments and was not seen again until 
October, 1953, when she returned with the same 
complaint and also pruritus vulvae. At this time 
white, thickened mucosa was seen on the labia and 
the anal mucosa. Biopsy showed lichen sclerosus 
et atrophicus. The pruritus was controlled by 
hydrocortisone ointment, and she was again lost 
to observation until Feb. 14, 1956, when she re- 
turned complaining of three new lesions, one on 
the flexor surface of each wrist, and one on the 
nucha. The labial and anal mucosa showed thick- 
ening and whitening, with a few fissures but no 
ulceration. The new lesions had been present for 
five months. 

The patient has had a total thyroidectomy for 
recurring adenoma, and is taking 4 grains (0.25 
gm.) of thyroid daily. At times she gets edema 
of the left leg, and there is some boggy thicken- 
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ing of the skin of that extremity, as well as 
shininess of the left pretibial area. 

The blood cholesterol was elevated, and the 
last basal metabolic rate determination was —11%. 
There was evidence of coronary insufficiency on 
the electrocardiogram. Other laboratory studies 
were normal. 


Discussion 


Dr. Georce M. Lewis: It might also be men- 
tioned that pruritus is sometimes intense and may 
constitute a problem in therapy. 

Dr. ANTHONY C. CIPoLLaRo: It is interesting 
that this patient had the disease in the perianal 
region and on the vulva five years ago, and no 
lesions on the body until five months ago. 

Dr. JoHN W. DouGuHerty: A case has been re- 
ported in a child 2 years of age. 


A Case for Diagnosis (Lymphoma Cutis? 
Lymphocytic Infiltration of the Skin? Chronic 
Discoid Lupus Erythematosus?). Presented 
by Dr. ANTHONY C. CIPOLLARO. 

A man aged 41 noted a pruritic papule in the 
left preauricular area four months ago; as the 
lesion enlarged the pruritus diminished. One 
month ago there was a half-dollar-sized, annular 
lesion on the face with a raised, reddish-blue, cord- 
like border and a clear central area. There was 
partial involution of the lesion following a biopsy. 
Within the past two weeks papular lesions have 
appeared on the back and arms, and a few on the 
face. These are occasionally pruritic. 

There is a raised, erythematous, arciform lesion 
in the left preauricular area. There are several 
red, flat, infiltrated papules on the back, and 
fewer on the arms and face. No lymphadenopathy 
is detected. 

A scar is present below the left mandible, the 
result of incision of “an infected gland due to 
tonsillitis” in childhood. 

The hemoglobin was 14 gm., red blood cells 
5,000,000, and white blood cells 4500 with poly- 
morphonuclear leukocytes 51, stab forms 2, lympho- 
cytes 40, eosinophiles, 6, and monocytes 1, Urinaly- 
sis was normal, and serologic tests for syphilis 
were negative. 

* Biopsy of a lesion on the face was interpreted 

as lyinphoma cutis or possible discoid lupus erythe- 

matosus by Dr. Sachs, and as lymphocytic infiltra- 
tion of the skin by Dr. Kallman. 


Discussion 


Dr. OrLANDO CANIzARES: I don’t know how to 
classify these lesions. Clinically I would not con- 
sider lupus erythematosus. I believe lymphoma 
should be considered. 

Dr. Perry Sacus: I thought the differentiation 
lay between lupus erythematosus and lymphoblas- 
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toma when I first saw the slide. I can’t tell what 
type of lymphocytic process is present. Micro- 
scopically, I feel more in favor of lupus erythe- 
matosus because the follicles are decidedly dilated 
and plugged, which is not a common feature of 
lymphoblastoma, and the reaction is all below the 
upper cutis—below and particularly about the 
follieles. Clinically, I would be in favor of a 
lymphoblastoma. If there were germinal centers, 
I don’t see how one could establish a diagnosis 
of lymphoma and not consider Spiegler-Fendt 
sarcoid. 

Dr. WizBert SAcHs: I don’t understand lympho- 
cytic infiltration and lymphocytoma. The statement 
was made at the New York Academy of Medicine 
the other day that Spiegler-Fendt sarcoid doesn’t 
exist. These edematous, waxy lesions look to me 
like those of aleukemic leukemia. 

Dr. Maurice J. Costerto: I don’t think his 
eruption looked like lupus erythematosus clinically. 
The man is hoarse; he has no cold, and I think 
his husky voice must in some way be related to 
the skin eruption. Hoarseness’ frequently occurs 
in sarcoid. That should be a clear picture histo- 
logically, though, and there is no suggestion of it 
in the biopsy. The Spiegler-Fendt sarcoid that 
Dr. Sachs speaks of responds well to roentgen 
rays. I have several patients with lymphocytic 
infiltration of the skin, diagnosed as such, where 
the eruption responded to roentgen rays. Circinate 
lesions of this character on the back which had 
been present for weeks and months cleared up 
with radiotherapy. That might be used here as a 
therapeutic diagnostic procedure. 

Dr. Davin Broom: I have had several such 
cases in which the histologic diagnosis of lupus 
erythematosus was made in some and that of 
lymphocytic infiltration in others. My conception 
of these cases is that they present a toxic eruption 
of the nature of erythema multiforme. 


Societies 


Dr. Georce M. Lewis: In addition to the two 
diseases considered by the presenter, a toxic erup- 
tion due to drugs might be considered. The large 
lesion at the border and the multiplicity of small 
lesions is suggestive of dermatitis medicamentosa. 

Dr. IsaporE RosEN: Everyone seems to agree 
with the diagnosis of drug eruption. I have ‘one 
other to suggest—erythema elevatum diutinum, 
which belongs in the family of sarcoid. The fact 
that the lesions are persistent, raised, multiform, 
and their color suggests one of the sarcoid group 
in spite of the fact that the histology doesn’t show 
it. Lymphoblastoma should always be taken into 
consideration. 

Dr. AntHoNy C. Crpottaro: We shall look 
further into the point made by Dr. Costello re- 
garding the hoarseness, and see whether we can 
link it to his condition. I have felt all along that 
we are dealing with a lymphoblastoma. ‘We must 
bear the possibility in mind of Spiegler-Fendt sar- 
coid, but that rarely if ever manifests itself as a 
large plaque, such as the one on the left side of 
the face. The lesions in Spiegler-Fendt sarcoid 
are small, shotty, perhaps the size of a small pea, 
rather than large plaques. 


(Nore, April 10, 1956: The case shown by Dr. 
Lewis of eruption following injections against 
poliomyelitis later developed into frank psoriasis, 
and is slowly responding to treatment for that 
disease by Dr. Costello). 

A Case for Diagnosis (Nevus? Porokeratosis of Mibelli?) 

Presented by Dr. Davip Btioom. 


Case for Diagnosis (Papulonecrotic 
Presented by Dr. OrtANDO CANIZARES. 
Polydactyly. Presented by Dr. THomas N. GraHam. 
A Case for Diagnosis (Intradermie Nevus? Pigmented 


Basal-Cell Epithelioma?). Presented by Dr. ANTHONY 
C. CrPoLiaro. 


Folliculitis Decalvans. Presented by Dr. ORLANDO CANI- 
ZARES, 


A Case for Th g ry (Tub laid Gr | 
by Dr. Ortanpo CANIZARES. 


Tubereulid?). 





). Presented 
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Scleroderma, Widespread Type. Morphea? Pre- 
sented by Dr. Stanton B. May. 

Scattered over the sacral back, abdomen, infra- 
mammary, and thigh areas are whitened, blanched, 
“ivory,” atrophic, firm, rounded patches that are 
up to a palm in size. 

A biopsy revealed an atrophic epidermis, thinned, 
stretched-out, with some serous material on the 
surface. There was no particular hyper- or para- 
keratosis. The dermis consisted of interlacing 
bundles of collagen, and seemed denser than nor- 
mal. Practically no cellular infiltration is seen and 
no especial edema. 

An injection of bismuth subsalicylate in oil was 
given intramuscularly at the first and only visit. 


Discussion 


Dr. Frep F. Fetpman: I, feel this patient has 
typical morphea. I have been intrigued for some 
time with the neurologic aspects of scleroderma, 
particularly of the linear type. A few months 
ayo I had the opportunity to study a patient with 
recently acquired, extensive morphea who devel- 
oped epilepsy. Neurologists were unable to explain 
the cause of the epilepsy. I have been unable to 
find any report of a similar association in the 
literature. The cause of scleroderma, in all its 
forms, remains obscure. Are the neurologic 
changes we occasionally see seconda.y ones or is 
there a neuropathologic basis for scleroderma? 
Ferdinado Ormea (Hautarzt 3:301 [July] 1952, 
abstracted in 1952 Year Book of Dermatology and 
Syphilology) proposes a neurohistologic basis for 
diffuse scleroderma. He reported degenerative 
changes in the autonomic nervous system preceding 


the corresponding skin damage in diffuse sclero- 
derma. Leinwand, Duryee, and Richter (Ann. Int. 
Med. 4:1003 [Nov.] 1954) in their study of 150 
cases of scleroderma reported a high incidence of 
abnormal electroencephalographic tracings. Five 
of the abnormal electroencephalographic tracings 
occurred in localized forms of scleroderma. Taylor 
and Pacella (J. Nerv. & Ment. Dis., 109:42 [Jan.] 
1949) studied 56 electroencephalograms of the 
cases of Duryee and Leinwand. Eighty-four per 
cent of these patients showed abnormal tracings 
compared to normal persons, who show 10%-15% 
abnormalities. However, the extensiveness or 
severity of the scleroderma could not be correlated 
with the degree of abnormality of any of the elec- 
troencephalographic records. 

Dr. Harotp C. FisHMAN: I have seen early 
systemic+scleroderma that resembled morphea at 
its onset. In discussing the prognosis with the 
patient or the patient’s family, one should give 
a somewhat guarded prognosis. 





Panniculitis, Relapsing Nodular N PP 4 d 
by Dr. Evior Work. 


Panniculitis, i. Nodular Nonsuppurative. Presented 


by Dr. Exiotr 

Hydroa vs. Dermatitis Herpetiformis vs. 
Aberrant Atopic Dermatitis. Presented by Dr. 
ZIMMERMAN. 

Lymphangioma Cireumsecriptum. Presented by Dr. Ra.pu 
B. Coomser, and Dr. CorTLaANp Myers. 

Xanthoma Tuberosa. Presented by Dr. Ratpux B. CoomBer 
and Dr. CorTtLanp Myers. 

Case for Diagnosis. Presented by Dr. Ratpux B. CoomBer 
and Dr. CorTLanp Myers. 

P and T ic Keloids. Spontaneous Keloids 
in Various Stages of Development and Involution. Hy- 
pertrophic Sears. Presented by Dr. Jonn W. Carney. 

is? Presented 


OLK, 


Porphyria _ vs. 
URRAY 





Inf. . M. 1. 





Case for Diagnosis: 
by Dr. Joun W. Watters. 

Case of Verrucae Plana of Face and Hands. Presented by 
Dr. Stanton B. May, for suggestions as to management. 
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Pemphigus Vulgaris (Developing from the 
Senear-Usher Type). Presented by Dr. Cari 
T. NELSON. 


Discussion 


Dr. Cart NeELson: In the presteroid days I 
think most of us considered Senear-Usher to be a 
type of pemphigus in which the outlook was a bit 
better than ordinary pemphigus vulgaris. Since 
we have begun using steroids for pemphigus, the 
most difficult patients we have at the Presbyterian 
Hospital have proved to be the Senear-Usher type. 
We feel that pemphigus erythematodes responds 
to corticosteroids only with difficulty. 


Case for Diagnosis: Lichen Nitidus? Presented 
by Dr. THomas N. GRAHAM. 

A 5-year-old Negro boy, born in the United 
States, was first seen by me on Jan. 17, 1956. He 
had a generalized eruption of one month’s dura- 
tion, most pronounced on the arms, chest, abdomen, 
and penis. There had been slight pruritus. 

Examination reveals numerous glistening cir- 
cular papules which are slightly raised above the 
level of the surrounding skin. Most of the lesions 
are grouped without coalescence of the individual 
papules. The lesions are more numerous on the 
penis. There are a number of examples of the 
Koebner’s phenomenon on the trunk. 

Biopsy: In sections of skin from the left arm 
one notes a hair follicle which is surrounded by 
a small granulomatous infiltration. The overlying 
epidermis is parakeratotic and edematous. It is 
unfortunate that the lesion is in such close associa- 
tion with the hair follicle. It probably is one of 
lichen nitidus, but one must consider the possibility 
of lichen scrofulosorum even though the granu- 
loma is not frankly tuberculoid. 


Discussion 


Dr. ALEXANDER W. Younc Jr.: I agree with 
the clinical diagnosis, however the biopsy report 
suggests follicular involvemert. This does not 


necessarily occur in lichen nitidus. I would suggest 
a repeat biopsy.. As far as treatment is concerned, 
I would suggest Nydrazid which was successful 
in one other such case I have observed. 
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Dr. Frank Post: I just discharged a little white 
girl who had lichen nitidus, after having followed 
the case for a year and a half. I felt that she 
cleared spontaneously in spite of the fact that she 
was taking Drisdol at the time the ernpticn dis- 
appeared. 


Majocchi’s Disease. Presented by Dr. CHARLES 
F. Post 


A 40-year-old, white, married man, was first 
seen one month ago for an eruption on the legs of 
seven months’ duration. The only subjective com- 
plaint was occasional swelling of the right ankle. 
During the past 10 days the patient has developed 
a numbness of the dorsum of the right foot and 
left foot drop. 

Examination reveals numerous, pigmented, and 
purpuric lesions, some with central atrophy, ex- 
tending from the feet to the midthigh. 

The laboratory findings show the following: 
Hb. 12.8 gm., 88%; RBC 3,680,000; WBC 4,400; 
Polymorph. 60; Lymph. 39; St. forms negative; 
bleeding time 3 min. 5 sec.; coagulation time 8 
min.; prothrombin time 19 sec. (normal control 
15 sec.). 

Since Jan. 13 he has taken tablets containing 
rutin and vitamin C, with some improvement in 
the eruption. His neurological complaint is cur- 
rently being investigated. . 


Discussion 


Dr. Cart NeEtson: I tried, without success, to 
associate the dermatitis with the subsequent de- 
velopment of what certainly is a_ peripheral 
neuritis. I have not succeeded in doing so and I 
wonder if this may not be a completely unrelated 
peroneal paralysis in a man who also happens to 
have Majocchi’s Disease. 

Dr. Mitton B. SLoane: The leg lesions are 
certainly characteristic of Majocchi’s Disease. 


Seleroderma. Presented by Dr. Cart T. NELson. 


Case for Diagnosis: Angioneurotie Edema? Erysipelas? 
Presented by Dr. Cart T. NEtson. 


Parapsoriasis. Presented by Dr..Mitton B. SLoane. 


Multiple Arsenical Keratoses and Superficial Basal Cell 
Epitheliomata. Presented by Dr. Cart T. NE son. 
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Pityriasis Rubra Pilaris. Presented by Dr. Mau- 

RICE J. COSTELLO. 

A man aged 69, of Italian descent, has a gen- 
eralized eruption of three months’ duration. Ini- 
tially, the patient burned his head on a very hot 
pipe, and the blisters were subsequently broken 
by another blow on his head. Two weeks later 
an eruption appeared which looked like a red, 
peeling sunburn. He sought medical aid and was 
given two injections of penicillin. After three days 
the eruption spread-to the face and neck. He was 
then given cortisone, after which the eruption 
progressed to his waist and later involved his 
whole body. The hands, legs, and feet were greatly 
swollen, and scaling continued. 

After six weeks of cortisone therapy the erup- 
tion cleared from head to waist, but the extrem- 
ities were still involved. The patient began to 
have stomach pains and nausea, and the cortisone 
was discontinued. The eruption again became gen- 
eralized. 

There is diffuse erythema on the arms, legs, 
face, and scalp, with marked scaling. On the lower 
part of the abdomen and back there is pronounced 
follicular hyperkeratosis and erythematous papules. 
The whole ‘picture is typical of pityriasis rubra 
pilaris. 


Discussion 


Dr. Georce M. Lewis: I agree with the diag- 
nosis as presented. Inasmuch as the etiology of 
pityriasis rubra pilaris is not known, we can’t be 
entirely certain that the burn had nothing to do 
with its initiation. 

Dr. Grorce C. Anprews: As Dr. Lewis states, 
it is possibly related to the burn—it is hard to 
prove that it is not. It has been shown often that 
psoriasis can follow trauma, and this disease lies 
in a somewhat similar category. 

Dr. GeraLtp F. Macnwacexk: I had a patient who 
worked in a wire-drawing plant and suffered ir- 
ritation from the solutions, then developed the 
characteristic picture of pityriasis rubra pilaris. 

Dr. Maurice J. Costetto: There is no ques- 
tion regarding compensation. The case is of 
academic interest only. What is to be done for 
the patient, if anything? I have been completely 
unsuccessful in the treatment of pityriasis rubra 
pilaris. There was absolutely no change in diet, 
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or habits, and no illness or other precipitating 
cause that we know. 

Dr. Grorce M. Lewis: As a negative comment, 
I would suggest that he stay away from ultra- 
violet rays. They seem to aggravate this disease, 
somewhat as in keratosis follicularis. 

Dr. WiBert SAcHs: I suggest frequent wash- 
ing with strong laundry soap. The alkali dissolves 
the keratotic plugs, and the patient would feel 
much more comfortable. 


Sarcoidosis, Apparently Limited to the Parotid 
Gland. Presented by Dr. Leste P. Barker. 
An Italian man, aged 49, is presented from St. 

Luke’s Hospital, complaining of swelling of the 

right parotid gland of 15 days’ duration. 

The patient was seen in September, 1951, because 
of a small lump in front of the right ear, of six 
months’ +duration. He stated that the nontender 
and nonpainful tumor had gradually increased in 
size and became temporarily larger when he ate. 
At that time he had an almond-shaped, subcuta- 
neous, firm nodule about 1.5 by 1 cm. in size, just 
in front of the right ear, which appeared to be 
attached to the parotid gland. There was no 
superficia! lymph gland enlargement, and the liver 
and spleen were not palpable. Roentgenograms of 
the chest at that time and repeated at six-month 
intervals since have all been normal. A diagnosis 
of mixed tumor of the parotid gland was con- 
sidered, and the tumor was excised. The micro- 
scopic diagnosis was sarcoid of the parotid gland. 
Roentgenograms of the long bones, the blood 
count, and blood chemistry evaluations, including 
serum proteins, and the erythrocyte sedimentation 
rate were all normal then, as they are now. 

The patient was well until about Feb. 15, 1956, 
when he again noticed a swelling of the parotid 
gland. This tripled in size when he was eating. 
The gland is slightly but diffusely enlarged, and 
increases in size when he masticates. The liver, 
spleen, and lymph nodes are not palpable. 

Tuberculin tests in 1951 and recently were nega- 
tive in a dilution of 1:100. A roentgenogram of 
the chest on Feb. 25, 1956, showed no changes in 
the lungs. 

In 1943 a roentgenogram of the chest showed 
enlarged hilar nodes. According to the hospital 
records, these glands disappeared after deep x-ray 
therapy. 
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The patient has had hay fever for many years, 
and recurring allergic conjunctivitis. 


Discussion 


Dr. WILBErT SAcus: I accept what the man had 
before. I don’t know what he has now, but I have 
great respect for lesions connected with the parot- 
id gland. I would certainly suggest another biopsy 
to see what is there. 

Dr. Cart T. NELSON: One has to abide by the 
results of the biopsy done in 1951. It is conceiv- 
able that this could be a recurrence of the sar- 
coidosis, because patients who have involvement 
of the parotid as a part of the clinical picture may 
have repeated episodes of parotitis for u:any years. 

Dr. Georce M. Lewis: The history suggests 
sarcoid, but it is unusual for the disease to appear 
suddenly and to be noticeable when eating. This 
is outside the field of dermatology. I would send 
him to a specialist who deals particularly with 
parotid tumors for another biopsy. The fact that 
the other side sometimes swells a little doesn’t 
mean that he hasn’t a neoplasm on the right. It 
may not be a nedplasm, but one certainly should 
have a biopsy. 

Dr. LestiE P. BARKER: This patient was pre- 
sented because of the unusual localization of sar- 
coid infiltration to the parotid gland. The biopsy 
of the original nodule showed that the sarcoid 
granuloma had formed in the gland tissue. I shall 
try to obtain another biopsy. 


A Case for Diagnosis: Lymphocytic Infiltration? 
Polymorphic Light Sensitivity? Presented by 
Dr. Cart T. NELSON. 


A man aged 26 is presented from Presbyterian 
Hospital with an eruption on the forehead, nose, 
and cheeks which has been noted off and on for 
15 months. 

A. slightly pruritic, plaque-like and papular, 
erythematous eruption appeared on the forehead, 
bridge of the nose, and malar areas 15 months ago. 
Since then it has waxed and waned, and for brief 
periods may be scarcely noticeable. It always re- 
curs, however, and although the patient has been 
advised to avoid direct sunlight, exacerbations do 
not seem to be related to such exposures. Through- 
out this time the patient has felt perfectly well. 

‘There is a diffusely erythematous, patchy, 
papular eruption on the nasal bridge, forehead, 
and malar areas. The lesions show little scaliness 
and there is no telangiectasia. Sebaceous activity 
is not increased and there is no excessive come- 
done or pustule formation. 

Complete blood count, erythrocyte sedimentation 
rate, and urinalysis were within normal limits. 

Biopsy of the skin of the left infraorbital area 
on Sept. 8, 1955, showed dilated follicles and a 
thin epidermis. In the cutis covering the large 
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sebaceous glands there were large foci of mono- 
nuclear cells. There was no evidence of tubercu- 
losis, and Dr. Machacek did not believe the changes 
to be those of rosacea. The picture was consistent 
with the diagnosis of lymphocytic infiltration or 
polymorphic light sensitivity. 

The patient has received local x-ray therapy, 
various ointments, including hydrocortisone, and 
corticosteroids by mouth. Chloroquine and Ata- 
brine (singly and in combination) were given for 
several months with no effect. Vitamin B com- 
plex, erythromycin, ‘and sun-screening preparations 
locally have likewise had no effect. 


Discussion 


Dr. Paut E. Becuet: I think one should enter- 
tain the possibility of lupus erythematosus. 

Dr. Eucene F. Traus: We have seen and dis- 
cussed a number of patients of this type, and they 
seem to run a stereotyped course. Erythematous, 
edematous plaques appear, last a month or two, 
then disappear completely, leaving no residua; 
then later similar lesions appear elsewhere. Some- 
times the lesions come in crops. Dr. Sachs has 
invariably given me a histologic report of lupus 
erythematosus. Sometimes these patients clear up 
spontaneously and stay well for six months or a 
year, and then the process may come back. 

Dr. Geratp F, Macuacek: In years past we 
used to consider such cases atypical lupus erythem- 
atosus, but they usually do not show the epider- 
mal changes that go with that disease. Examina- 
tions for porphyria have been performed in one 
or two of our cases, but have been negative. 

Dr. Lestie P. Barker: I think this patient has 
the form of lupus erythematosus called lympho- 
cytic infiltration. One such patient under my care 
improved promptly with chloroquine administra- 
tion, and another improved without treatment. 

Dr. AntHony C. Crpottaro: The clinicians 
from whom I learned my dermatology diagnosed 
these cases as superficial lupus erythematosus, or 
seborrhea congestiva, and the histology fits in with 
that concept. Dr. Michelson was the first to bring 
to my attention that lymphocytic foci are seen is 
discoid lupus erythematosus, and this is frequently 
confused with lymphocytic infiltration of the skin. 
Dr. Traub said that the eruption responds to treat- 
ment, or clears up spontaneously. I want to agree 
with that observation. g 

Dr. Georce M. Lewis: I agree with Dr. Cipol- 
laro. It sometimes gives concern to differentiate 
these cases from systemic lupus erythematosus. 
Vitamin E might be tried. 

Dr. Georce C. ANDREWS: I agree in general, 
but wouldn’t be satisfied to accept the diagnosis 
until the patient has been tested to dog hair, be- 
cause he has a dog. He had congestion of the 
vessels of the conjunctivae, as in rosacea, but 
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that also occurs it light-sensitivity eruptions re- 
sembling lupus erythematosus. I had a patient 
who had been treated for rosacea by six or eight 
dermatologists. The eruption looked very much 
like rosacea, but it was really lupus erythematosus. 
It responded quickly to quinacrine and it had never 
responded to any other treatment. I wonder if the 
cryoglobulins are normal in such’ cases, and 
whether any work has been done on them in the 
light-sensitivity eruptions. 

Dr. Maurice J. CosteLto: Like everybody else, 
I have seen a number of such cases. The lesions 
are soft and edematous, and the eruption occurs 
primarily in the flush areas of the face, and second- 
arily on the back, as in Spiegler-Fendt sarcoid. 
One patient was followed for 15 years, and at 
times the eruption was influenced by treatment and 
at other times not at all. I took a biopsy speci- 
men from a lesion on the back, and it was reported 
as lymphatic leukemia, which I believe was not the 
correct diagnosis. I have seen lesions on the face 
and back like those presented tonight which re- 
sponded to roentgen rays. I have had a number 
of such patients who responded to Aralen or 
Camoquin, so I believe, as Dr. Cipollaro said, that 
it is superficial lupus erythematosus (seborrhea 
congestiva), or possibly a polymorphous light 
eruption. 

Dr. Witpert SAcHs: This is usually called 
subacute lupus erythematosus, or seborrhea con- 
gestiva. The microscopic picture is exactly like 
that of lupus erythematosus except that there is 
no basophilic degeneration and no clumping. I 
believe it is common, but I don’t agree with the 
name. I don’t believe anybody has really named 
it. If I thought it was a lymphocytic infiltration 
I would suggest the possibility of lymphatic 
leukemia, but wouldn’t make that suggestion in 
this case. To me, lymphocytic infiltration has 
little meaning. 

Dr. Euvcene F. Traus: Actually, the patient 
has responded, since his original lesions have dis- 
appeared, but the disease persists, which is quite 
typical. He had lesions and they come and go, so 
the disease has persisted. 

Dr. Cart T. NeEtson: This patient was treated 
for rosacea by two dermatologists. The biopsy 
specimen was sent in by me with a diagnosis of 
lupus erythematosus, but Dr. Machacek could find 
no evidence of that disease. The trouble is that 
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this eruption has responded to nothing. He has 
had chloroquine and Atabrine, alone and in com- 
bination, as well as corticosteroids by mouth; yet 
the eruption comes and goes without any appar- 
ent relationship to treatment or lack of it. There 
have been no allergic studies, and these may be 
worth while. 


Scleroderma. Presented by Dr. Cart T. NELSON. 


thema Multiforme Following Deep Radiation Therapy. 
esented by Dr. ORLANDO CANIZARES. 





J (Previously presented at ages of 8 

weeks, 1 year, and 3 years). Presented by Dr. Eucene 
F. Travs. 

A Case for Diagnosis (Calcinosis Ci ip 
matie). Presented by Dr. ORLANDO CANIZARES. 

Pustular Bacterid. Presented by Dr. Franx E. Cormia. 

A Case for Diagnosis: Contact Dermatitis? Parapsoriasis? 
Lymphoblastoma? (Previously presented). Presented by 
Dr. AntHOoNy C, CIPOLLaRo. 

A Case for Diagnosis (Nodular Eruption on Left Lower 
Extremity). Nevus Flammeus on Left Lower Extremity 
and Buttock. Presented by Dr. ANTHONY C. CIPOLLARO. 





Post-Trau- 


Report from Previous Meeting 


Lymphosarcoma in Kaposi’s Sarcoma. Pre- 
sented by Dr. Greorce C. ANpbREws and Dr. 
GERALD F. MACHACEK on Oct. 10, 1955. 


Discussion 


Dr. GeorceE C. ANpREWS: The patient’s leg has 
been amputated. It seems to me Dr. Machacek 
had the proper diagnosis: angiosarcoma develop- 
ing in chronically edematous tissue, as described 
by Treves in postoperative cases of carcinoma of 
the breast. 

Dr. GerALD F. MAcHACEK: It struck me that 
these changes were a little different from those 
in ordinary Kaposi’s sarcoma. I thought it was 
similar to those cases of persistent lymphedema 
of the arm after mastectomy, which eventually 
become angiosarcomatous. 

Dr. Eucene F. Traus: Why was amputation 
delayed so long? 

Dr. Geratp F. Macuacek: Because the patient 
was so well adjusted to his condition. 

Dr. GrorcGE C. ANDREWS: He had edema of 
that leg for many years. 

Dr. Cart T. Netson: Recently this patient has 
had a low-grade fever. The stump was incised, 


and an infected hematoma was found. This was 
evacuated, and the patient should do very well. 
There has been virtually no change in the osteo- 
lytic process. 
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Malignant Melanoma. Presented by Dr. Or- 


LANDO CANIZARES. 


A man aged 57 states that about 12 to 15 years 
ago he had a dark blue mole on the right cheek. 
This was removed with an electric needle put re- 
appeared about a year later; it was then excised 
and treated with radium. About three and a half 
years ago several black lesions appeared on his 
body. One was removed surgically and diagnosed 
as malignant melanoma. At that time the patient 
had about a dozen lesions on the trunk and one or 
two on the head. He was seen by Dr. George 
Pack, who gave him 30 injections of rabies serum 
and three tablets of TAM. He was later given 
some hormone injections. In November, 1955, he 
noticed a swelling of the submental region and 
consulted a dermatologist, who referred him to 
St. Vincent’s Hospital. The lesions had increased 
in number on the trunk and scalp, some being 
slightly raised. Since January 18, 1956, the patient 
has been under the care of Dr. Gerson who is 
treating him with a salt-free diet, vegetable juices, 
vitamin By injections, thyroid, etc. The patient’s 
general condition is good, and there has been no 
loss of weight. 

The patient presents numerous blue-black to 
black lesions, primarily involving the head, upper 
part of the trunk, and to a lesser degree the 
extremities. There is a submental swelling ap- 
proximately the size of a walnut. No generalized 
adenopathy is present. 

Microscopic examination showed malignant 
melanoma, confirmed by three pathologists. 


Discussion 


Dr. Georce M. Lewis: These cases are all dif- 
ferent, with considerable variability in the dura- 
tion of latency, and in the manner of development 
of tumors in various organs and tissues. So far 
the disease has been relatively benign, although 
the ultimate prognosis of course is very bad. It is 
interesting to know of these newer types of 
therapy. 

Dr. Wicpert SAcuHs: It is unusual for a lesion 
to develop, be removed, and then for metastasis 
to take place 15 years later. I have seen this 
happen 3, 4, or 5 years later, but not after 15 
years, although Dr. Traub tells me he had one 
develop metastases after 20 years When metas- 


tases develop chiefly in the skin, we find these 
patients may have lesions in the testicles or ovaries. 
If the man has done this well for 15 years, I 
would leave him alone. 

Dr. Lestiz P. BARKER: This case demonstrates 
that malignant melanoma cells can remain dormant 
for 10 years after removal of the primary lesion 
before metastases develop. 

Dr. Frank E. Cormia: The lesions are iden- 
tical with those one sees in rapid progression and 
early death. I didn’t hear the history, but am 
wondering what the biopsy shows in the metastatic 
lesions. Is there a high degree of malignancy, 
and can you determine this by the biopsy? I think 
it is noteworthy that these melanomas rarely “are 
malignant until puberty. I am wondering whether 
hormone therapy has been tried—in this case, 
large doses of estrogens? 

Dr. Georce C. ANprews: He has had hormone 
treatment. Frequently metastases will affect the 
skin widely before involving the viscera. The pa- 
tient will feel well until the viscera are attacked, 
and then will crumple up fast. 

Dr. J. Lowry Mitier: I am wondering whether 
these are metastases from the original lesion which 
was present 10 years ago, or whether the meta- 
static lesions now present could have arisen from 
a new primary melanoma, the site of which has 
not been demonstrated. The patient has a ten- 
dency to develop melanoblastomas, and to me it 
sounds more plausible that the present metastatic 
lesions could have arisen from a new primary 
lesion. 

Dr. FRANK E. CormiA: Regarding the point 
just raised by Dr. Miller, a few metastases may 
remain dormant for long periods. 

Dr. Geratp F. MacHacexk: It is very difficult 
to be sure the protracted freedom from evidence 
of malignancy is real, or whether a new original 
nidus has occurred. This has been reported on 
good authority, and is particularly valid where it 
comes to a melanoma of the eye. Often, follow- 
ing enucleation of the eye, there has been freedom 
from disease even longer than in this case, and 
then after years other organs have been involved. 
The urine might be examined just from the point 
of interest, to see if melanin is present. As far 
as administration of estrogens is concerned, I 
would think that was not worth much in all prob- 
ability, because we have noted that a nevus which 


307 











has been present will suddenly flare up when a 
woman is pregnant, when she is under the in- 
fluence of various types of female hormones. 

Dr. OrcANDo CANIzARES: Whether the lesion 
on the cheek was the original one or whether the 
patient has other foci we don’t know. Sometimes 
in spite of careful search one cannot find the 
primary lesion, although extensive metastases are 
present. This patient was told about the serious 
prognosis three years ago. He then gave up his 
job. Since he feels well, he is now thinking of 
getting another. The urine was normal. 


A Case for Diagnosis (Lymphoblastoma?). 

Presented by Dr. OrLtANDO CANIZARES. 

‘A 49-year-old letter-carrier was admitted to the 
Bronx Veterans Administration Hospital for treat- 
ment of a duodenal ulcer. He also has had a 
progressive scaling eruption on the face for the 
past 30 years. This began about the right eyebrow 
and has gradually spread to involve the entire face, 
despite treatment with salves and x-ray irradia- 
tion. He has also developed a few soft nodules 
on .the face and forehead. For the past eight 
years larger patches of soft nodules have developed 
over the sacrum and the upper, outer aspect of 
both thighs. About two years ago the patch over 
the left hip became eczematized, but this subsided 
when he shifted his mailbag to the other side. 

Biopsy of a lesion from the sacral area in 1948 
was interpreted as lymphoblastoma(?), and in 
1952 as fibroma. 

The entire face is involved in a diffuse, scaly, 
lichenified patch ending at the hatband above, and 
on the neck below. It resembles the changes seen 
in senile elastosis. There are also a number of 
soft, doughy, flesh-colored nodules on the face. 
Over the sacrum and the upper, outer aspect of 
the thighs are large, reddish-brown patches, 10 
by 20 cm. in diameter. The one over the sacrum 
is studded with soft, doughy, flesh-colored to 
purplish, pea- to hazelnut-sized tumors. The 
patches on the thighs are covered with split-pea- 
sized, reddish brown to purple, firm, lichenoid 
papules. The eruption is entirely asymptomatic, 
and the patient uses only petrolatum on the face 
in order to keep down scaling. 

Laboratory examinations were not significant. 


Discussion 


Dr. WitBert SacuHs: I can’t offer a diagnosis, 
but I think I recall this patient years ago, when he 
had the eruption on the eyebrows and was pre- 
sented at a meeting of the old Skin and Cancer 
Hospital as ulerythema ophryogenes. Now it 
certainly looks like a possible lymphoblastoma. 

Dr. Eucene F. Travs: It is a little hard to fit 
all these extremely different lesions into the same 
picture. Some of the facial lesions show scars; 
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A. M. A. ARCHIVES OF DERMATOLOGY 


we don’t know how much of this was due to treat- 
ment. The facial skin suggests a possible variant 
of colloid degeneration, but it doesn’t exactly fit 
into that disease. The lesions on the back looked 
like dermatofibrosarcoma protuberans, and some 
resembled fibromas. Parts looked invasive and 
angry, somewhat like a malignant process. On the 
thighs and buttocks on one side the eruption was 
yellowish, with discrete nodules peculiarly ar- 
ranged, and on the other side it was rather vas- 
cular. He has a great many senile angiomas all 
over. What is taking place I don’t know. It is 
certainly an unusual eruption, which is both 
telangiectatic and hemorrhagic in places. 

Dr. Frank C. Comes: Dr. Traub brought out 
the essential points. It is certainly a bizarre erup- 
tion. I can’t conceive of its all being the same 
thing. I do think the man has a metabolic dis- 
turbance, and very likely in his liver function. The 
multiple telangiectases and angiomas point toward 
that, and some lesions, although not yellow, are 
suggestive of xanthoma. He is beginning to de- 
velop lesions on the elbows. I think he should be 
studied from the point of view of his protein and 
lipid metabolism. 

Dr. Georce C. Anprews: I had the same 
thought as Dr. Combes. This might be a fibroid 
type of xanthomatosis associated with a colloid 
degeneration of the facial skin, and poikiloderma- 
like changes on the thighs. I don’t see any evi- 
dence of lymphoblastoma now, and the long dura- 
tion is against it. 

Dr. Maurice J. Costetto: I presented a pa- 
tient at one of these meetings who showed a pic- 
ture not unlike this, and there was a question 
whether it was a chronic type of mycosis fun- 
goides, which is radioresistant and has some of 
these features of telangiectasia, atrophy, and sharp 
circumscription. It was diagnosed histologically 
as mycosis fungoides. Dr. Cipollaro and I have 
shown several such patients over the years. I 
think this case falls into that group. 

Dr. AntHony C. Crrotcaro: I thought I could 
detect definite features of poikiloderma of Jacobi, 
such as atrophy, telangiectasia, and some pigmenta- 
tion. The sharply demarcated lesions show mycosis 
fungoides histologically. The long history and 
absence of symptoms suggest the initial stage of 
benign symptomless mycosis fungoides. Actually, 
I don’t think he needs any treatment. One patient 
from Puerto Rico that I see every year or two 
has had the disease for 40 years now, and it has 
never been treated. Some of the plaques are in- 
filtrated, but he has been symptomless without 
treatment all these years. I think this is just an- 
other manifestation of that type of mycosis fun- 
goides. 

Dr. Wiipert SAcHsS: In view of all the diag- 
noses suggested; and in view of what Dr. Combes 
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and Dr. Andrews have said, did you rule out extra- 
cellular cholesterosis? 

Dr. Georce C. ANpREWs: Does anybody believe 
there is such an entity clinically? I believe many 
of the reported cases have turned into lympho- 
blastoma. On the neck the skin looked like colloid 
milium, which is probably actinic in origin. 

Dr. Witpert Sacus: That would fit in with 
what Dr. Costello and Dr. Cipollaro said. 

Dr. ANTHONY C. CrpoLLtaro: The lesions on 
the neck and buttocks are soft. 

Dr. GeraLtp F. MacHacexk: Not on the sacrum. 

Dr. ANTHONY C. CrpoLtLaro: Those were 
nodules, not plaques. 

Dr. OrLtANDO CANIZARES: The patient was re- 
ferred to dermatology from the medical service, 
and we have not made any studies as yet. The 
last biopsy was done about five years ago. I 
think we should have biopsies from the neck, hip, 
and sacrum. The clinical picture is so bizarre 
that a single diagnosis is difficult to make. My 
impression was lymphoblastoma because of the 
peculiar, well-defined, infiltrated, erythematous 
and ‘scaly patches of alopecia. Although this 
clinical point is suggestive, it is far from being 
conclusive. 


Multiple Basal-Cell Epitheliomas. Xeroderma 
Pigmentosum? Presented by Dr. ANtHony C. 
CIPOLLARO. 


A girl aged 10 first consulted a physician in 
July, 1954, for a punched-out ulcer on the upper 
lip which had failed to heal with local treatment 
for several months. Biopsy revealed it to be a 
basal-cell epithelioma. At this time, other basal- 
cell epitheliomas were noted on the right temple, 
the center of the forehead, and on the nose. All 
lesions were removed by currettage and electro- 
desiccation, without complications. The patient 
was seen for several months, and then not again 
until February, 1956. 

The past history is noncontributory except for 
a sunburn at the age of 2 years; followed by 
freckling and pigmentation of the face. The 
mother and father and two siblings are living and 
well, with no evidence of a similar disorder. 


A. M. A. ARCHIVES OF DERMATOLOGY 


The patient has a fair complexion, with evi- 
dence of telangiectasia, mild dryness, keratotic 
lesions, and two circumscribed, raised tumors, 
suggestive of basal cell epitheliomas. One of these 
occurred on the margin of -a previously treated 
basal-cell epithelioma, the other one on the ala 
nasi. 


Discussion 


Dr. Wivpert SAcus: I agree with the diagnosis, 
but it is one of the milder cases of xeroderma 
pigmentosum, although the epitheliomas don’t 
prove it. 

Dr. EuGene F. Traus: I agree with the diag- 
nosis. The patient has soft, white spots that go 
with that disease, which I think will be progressive. 
She must be protected against the sun, and even 
then she will have trouble. These are unfortunate 
cases because new lesions develop all their lives. 

Dr. Frank E. Cormia: I am not questioning 
the diagnosis, but I didn’t see much pigmentation. 

Dr. Georce C. ANprEws: I agree. I would call 
this a forme fruste of xeroderma pigmentosum. 

Dr. Georce M. Lewis: I agree with the diag- 
nosis and with the treatment. Although the in- 
structions will be to stay out of the sun, and 
although it appears to be a mild case, the ultimate 
prognosis is not good. 

Dr. Mitton Ross (by invitation): Are anti- 
malarial drugs of any use? 

Dr. Maurice J. Costetto: Somebody treated 
these cases recently with antimalarial drugs and 
thought they had a prophylactic, sun-screening 
effect. 

Dr. AntHOoNyY C. Crpottaro: I was interested 
that there have already been five or six epithe- 
liomas in so mild a case. 

Morphea. Presented by Dr. Franx E. Cormta. 


Leukemia Cutis. Pr ted by Dr. OrLANDO CANIZARES. 

Alopecia Linearis Cicatrisata. Preserited by Dr. Grorce M. 
Lewis. 

A Case for Diag is (Gr 1 I i 
by Dr. OrLanpo CANIZARES. 
lidradenoma Papilliferum. Presented by 
CANIZARES. 
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Lewis M. Johnson, M.D., Chairman 
James M. Flood, M.D., Secretary 
Feb. 17, 1956 


Hidradenitis Suppurativa. Presented by Dr. 
Wa ter B. SHELLEY, Dr. Herpert A. Lus- 
COMBE, and (by invitation) Dr. Peter R. SENN. 


A Negro aged 28, thin but well developed, 
psychologically well adjusted to his ailment, pre- 
sented many pitting scars on the face. There were 
pustules and subcutaneous inflammatory nodular. 
and cystic lesions with considerable subcutaneous 
edema. There was a large, deep, inflammatory 
mass at the angle of each jaw, beneath the ears. 
The occiput and neck were involved in widespread, 
indurated, inflammatory cystic lesions with the 
overlying skin thrown into folds. Skin grafts were 
present in both axillae, where there was no evi- 
dence of hidradenitis. The groin, perineum, scrotal, 
and perianal regions presented skin grafts with 
some hypertrophic scarring and some actively 
draining sinuses. There was elephantiasis of the 
genitalia. Perianally there were pustules and in- 
flammatory nodular lesions and draining sinuses. 
The donor sites of the skin grafts were seen on 
the thighs. 

The patient said that he had had deep skin 
infections since 1953, involving at that time the 
axillae, fenitalia (scrotal region), inguinal, peri- 
neal, and perianal regions. Since about July, 1955, 
the face, neck, and scalp have become involved. 
The lesions consisted of pustules and deep boils, 
the patient said. They did not heal. In May, 1945, 
he was treated by surgical excision and grafting 
of the axillary, inguinal, scrotal, perineal, and 
perianal regions. 

A complete blood count revealed 10.4 gm. hemo- 
globin, 8,200 leukocytes, 66% polymorphonuclear 
leukocytes, 26% lymphocytes, 7% eosinophiles. The 
urinalysis was within normal limits. A roentgeno- 
gram of the chest gave negative findings. Culture 
from purulent material revealed alpha hemolytic 
staphylococci, sensitive only to Furadantin and 
Chloromycetin. 

The patient has been treated with Vleminckx’s 
compresses locally and Terramycin orally. Oral 
chloromycetin was started on Feb. 17, 1956. 


Discussion 


Dr. IrA L. ScHAMBERG: Certainly a comment 
should be made on the very beautiful result 
achieved in the axillae by thickness skin grafts. 

Dr. Water B. SHELLEY: This man has had 
hidradenitis for many years and Dr. Randall, the 


310 


plastic surgeon, did a very beautiful job of graft- 
ing by removing all of the apocrine sweat glands 
in the axillae. The man had hidradenitis in the 
groin, perianal region, and perineum. They also 
did skin grafting in these regions, but unfortu- 
nately there resulted a serious impairment of 
drainage and some secondary bacterial infection. 
This man also has a problem of pyogenic infection 
and granulomatous areas of the face and scalp, 
and it is our feeling that this also is hidradenitis 
suppurativa. I think dermatologists are aware of 
the fact that apocrine glands may occur in other 
than the usual sites. I think this man has lesions 
on. the face and scalp which are undergoing the 
same type of obstruction and secondary bacterial 
infection—really hidradenitis suppurativa in an 
unusual site. There is not much that can be done 
there in the way of skin grafting, but we can 
treat him surgically by draining, incision and in- 
tensive ‘antibiotic therapy. 


Recurrent Severe Aphthous Stomatitis. Pre- 
sented by Dr. Donatp M. Pittssury and (by 
invitation) Dr. Kart B. PAce. 


A white man aged 36, well developed and well 
nourished, not appearing ill, presented a healing 
1 cm. ulcer of the soft palate and tonsillar pillar, 
which had a yellow necrotic base but now showed 
a clear base. There were new small, irregular, 
superficial ulcerations of the tip of the tongue 
with a yellowish base. 

The patient has had small aphthous ulcers of 
the mouth occasionally. He was well until a year 
and a half ago when he began to develop large, 
tender ulcerations of the mouth and throat which 
would take two to three weeks to heal. The le- 
sions have continued to recur, despite therapy. 

A complete blood count revealed 16.3 gm. hemo- 
globin; 6400 leukocytes, 67% neutrophiles, 3% 
eosinophiles, 12% monocytes, 18% lymphocytes. 
Cultures for acid-fast micro-organisms were nega- 
tive. Fungus studies, including animal inoculation, 
were negative for pathogenic fungi. The histo- 
plasmin skin test was positive. 

The report on the biopsy specimen was as fol- 
lows: “Epidermal proliferation with no evidence 
of malignancy. The submucosa was rather heavily 
infiltrated by lymphocytes and plasma cells. Diag- 
nosis: Chronic inflammation of the mucous mem- 
brane.” 
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SOCIETY TRANSACTIONS 


The patient has been treated with Meticorten, 
20 mg. daily, in the past. The last treatment was 
cortisone acetate, 50 mg. three times daily, with 
a high vitamin supplement. Nothing has given 
lasting benefit. He is now receiving no medication. 


Discussion 


Dr. JoHn P. Scutty, Reading: In one of my 
patients with severe aphthous stomatitis we were 
able to show a food sensitivity reaction. I am 
sure that this patient has already had elimination 
diets, but if he has not, they should be tried. 

Dr. STEPHEN T, WHELAN: I think there should 
be another biopsy to rule out malignancy. 

Dr. JAMES M. FLoop, Sayre: During the past 
two years I have seen four cases of aphthous 
stomatitis almost as severe as this and they have 


- done extremely well on trial diets. One girl had 
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a very severe reaction from peppermint and choc- 
olate; a man recently studied was sensitive to 
milk, and a boy 11 years of age who had had it 
for six years was sensitive to corn, even to re- 
acting to corn syrup. 

Dr. Carrott F. Burcoon: This man presents 
a clinical picture which surely is not that of aph- 
thous stomatitis. The first thing that impressed 
me that does not go with aphthous stomatitis is 
the amount of destruction. That does not happen 
with aphthous stomatitis. I have seen destruction 
like this with fungous infections. I am not sure 
what this man has, but I think there should be 
further search. 

Dr. DonaLp M. PittsBury: This is a diagnosis 
of exclusion as much as anything else. There 
seemed no evidence of pemphigus. It did not start 
with the rather deep lesions of periadenitis. The 
only foundation of the diagnosis was that the be- 
ginning lesions were superficial ulcers. Some of 
the destruction has been due to the biopsies. I 
cannot imagine histoplasmosis being so severe in 
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the mouth. If someone has a better diagnosis, we 
shall appreciate it. I do appreciate the suggestions 
of food allergy. I do not believe that he has had 
a really strict elimination diet. 

I answered a question in “Queries and Minor 
Notes” a couple of years ago on this condition and 
unfortunately used the term “aphthous ulcer.” 
Some etymologist in Indiana really tramped all 
over me because aphthous is from the Greek, mean- 
ing ulcer, and there I had written “ulcer ulcer.” 
Since then I have been a little sensitive to the 
term “aphthous ulcer” but I think I can bear up. 


Sporotrichosi Sub Dr. 


, Type 
LAWRENCE KATZENSTEIN, Wilmington, Del. 

Pemphi Foli “Cushingoid’” Syndrome Secondary 
to Steroids. Presented by Dr. Donato M. PILissury 
and (by invitation) Dr. Karp B. Pace. 

Lichen Planopilaris. Presented by Dr. Miriam C. REEp, 
Princeton, 

Chronic Collagen Disease, Probably in the Nature of 
Mild Vasculitis. Probable Lupus Erythematosus. Pre- 
sented by Dr. Joun P. Scutty, Reading. 

Pityriasis Lichenoides et Varioliformis Acuta (Mucha- 
Habermann Syndrome). Pre-Erythema ab Igne. Pre- 
sented by Dr. Donatp M. Pittssury and (by invita- 
tion) Dr. Sipnrey Gross. 





Presented by 








Hodgkin’s Di 2. Cut Eruption Due to 
Drugs? 3. Essential Hypertension. Presented by Dr. 
ao M. Pitissury and (by invitation) Dr. SipNEY 

ROSS. 


Dupuytren’s Contracture. Presented by Dr. MeEvER L. 
NIEDELMAN and (by invitation) Dr. Harry J. Hurvey 
Jr. and Dr. Hersert GoLpscHMIDT. 

Lupus Vulgaris. Presented by Dr. 
Reading. 

Lichen Planus. Presented by Dr. Meyer L. NIEDELMAN 
and (by invitation) Dr. Hersert GoLpscumipr. 

Acrosclerosis. Presented by Dr. Donatp M. PILtsBuryY 
and (by invitation) Dr. ExizasetH C. Jackson. 


Joun P. Scutty, 





1. Ocular Pemphig (Pemphi of the Mucous Mem- 
brane). 2. Psoriasiform Dermatitis. 3. Premycosis 
Fungoides? Pr d by Dr. MaTtHEw A. Otivo. 





Kerion Secondary to Tinea Capitis. Dr. 


Ira Leo SCHAMBERG. 

Swimming-Pool Granuloma Due to Chromagen Acid-fast 
Bacilli. Presented by Dr. Ira Leo SCHAMBERG. 

1. Mycosis Fungoides. 2. Poikiloderma. 3. Squamous 

Carcinoma, Left Forearm. Lichen Selerosus et 

Atrophicus. Presented by Dr. Joun P. Scutty, Read- 
ing. 

Tertiary Syphilis—Gummas. Presented by Dr. WALTER 
B. Suetty, Dr. Hersert A. Luscomse and (by invita- 


Presented by 


tion) Dr. TER R. SENN. 
Generalized Trichophyton Rubrum. Presented by Dr. 

Joun P. Scutty, Reoding. 
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Lewis M. Johnson, M.D., Chairman 
James M. Flood, M.D., Secretary 
April 20, 1956 


Lymphoblastoma. Presented by Dr. Eucene F. 

TRAUB. 

A white woman aged 48 presented a tumor mass 
on the left cheek. The surface was nodular and 
had a semitranslucent cast, with superficial telan- 
giectatic vessels crossing over the surface. The 
condition had its onset about two years ago with 
infiltrated lesions on the left malar region, which 
spread to involve the entire area. There is a his- 
tory of injury to the same area about 27 years 
ago. 

A complete blood count and a urinalysis were 
within normal limits. 

The report on the biopsy specimen was lympho- 
blastoma. 


Discussion 


Dr. Louis Gotpstern: In addition to the tumor 
on her face, the patient shows on some other 
exposed parts of the cutaneous surface a pru- 
riginous eruption which is worse in summer. Does 
Dr. Traub consider it a part of the lymphomatous 
process or as hydroa aestivale? 

Dr. Atsert M. KuicMAN: Can the pathologist 
give us a differentiation as to what kind of lym- 
phoblastoma this is? 

Dr. Perry SAcHs (by invitation): I examined 
the slide this morning. It showed discrete masses 
of small lymphocytes. There were very few larger 
cells present. It would be difficult to classify the 
type of lymphoblastoma exactly, although the large 
cells necessary for Spiegler-Fendt sarcoid or 
lymphocytoma were not present. Lymphadenoma 
cutis, lymphosarcoma, or leukemia are possibilities. 
The more I see of these conditions, the less I 
try to classify them because so many that have 
been classified in the past have been proved in- 
correct. Some of the patients with Spiegler-Fendt 
sarcoid have died of lymphosarcoma, and others 
of this group that were thought to be malignant 
appeared to be benign for many years and ap- 
parently were benign. I think some of the dif- 
ferential points are very minor and not always 
accurate. 

Dr. Frep D. WEIDMAN: The general patholo- 
gists found a way out of that by straddling the 
situation, so that we find a good many diagnoses 
of lymphoma. They have been driven to that by 
reason of the v-ry thing that Dr. Sachs has out- 
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lined for us. I agree entirely with what Dr. Sachs 
has stated as to the diagnosis and I think that if 
the general pathologist were shown this slide, the 
diagnosis would be lymphoma. Dermatologists are 
given too much to this term “lymphoblastoma.” 
That is due to the fact that Warthin liked that 
term, and his idea was that it was simply a blas- 
toma, that is, a neoplasm which is composed of 
lymphocytes. General pathologists have not taken 
up the term. I think it is particularly pernicious to 
use the term lymphoblastoma in a case like this be- 
cause it connotes the possibility of some really 
serious kind of lymphoblastomatous disease— 
mycosis fungoides, for example. Histologically I 
would say that the diagnosis of lymphoma would 
get over the difficulty and would remove the pa- 
tient from the implication that some really serious, 
more or less malignant leukosis was in the picture. 
This is a tricky case, and I thought first of all of 
lupus é€rythematosus profundus. All of us know 
about that, with the rash of publications that has 
come out lately on that subject. It is scarcely as 
profound, I think, as what Arnold pictured to us 
in the cases of lupus erythematosus profundus, 
I would let this go at present with the diagnosis 
of lymphoma. It is not too bad from the clinical 
direction or from the histopathologic. If I could 
see, as Dr. Sachs pointed out, some other kinds 
of cells than lymphocytes, I would say Spiegler- 
Fendt sarcoid. 

Dr. Meyer L. NriepELMAN: I have a patient 
with a lesion similar to this with a diagnosis of 
lymphocytoma cutis, who has_ responded to 
chloroquine. I wonder whether it would not be 
worth while to give this patient a trial of chloro- 
quine. 

Dr. Eucene F. Traus: A number of names 
have been attached to this condition, lymphocytoma 
cutis, and benign lymphadenoid granuloma, which 
is not a bad term, perhaps, if it stays as a local 
lesion. But I think that, as Dr. Sachs mentioned, 
we cannot be sure that these will remain local 
lesions. That is the fly in the ointment. Even 
though we label these isolated patches as possibly 
benign, occasionally they do later show some ten- 
dency to become a generalized process. As for 
treatment, I thought we could give this patient 
roentgen rays, because if these are local lesions 
of lymphocytoma, they should respond readily to 
relatively small doses of roentgen ray. 
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Necrobiosis Lipoidica. Presented by Dr. ALBERT 

A. Orper (by invitation). 

A white woman aged 40 presented on both 
shins oval, coalescing, nummular, firm, shiny 
plaques, the peripheral margins showing a narrow 
band of elevated pink and violet-red tissue. In 
the centers of these lesions a pronounced yellowish 
atrophy could be seen. On close-up a marked 
telangiectasia could be discerned. Some of the 
elevated violaceous borders had undergone a 
change due to the local injection of a solution 
containing 50 mg./cc. of hydrocortisone. The pa- 
tient was well until 1947, when she became aware 
of areas of induration manifested on the skin as 
macules and slightly painful indurations. By 1949 
the lesions occupied the lower shin bone areas as 
hard masses with a dirty grayish appearance. 

The patient is an obese woman whose blood 
pressure is 140/80. Numerous blood-sugar deter- 
minations were within normal limits. The serologic 
tests for syphilis were negative. The sedimenta- 
tion rate was 12 mm. in an hour. Repeated 
urinalyses were all normal. 

The report on the biopsy specimen was necro- 
biosis lipoidica (Dr. Perry Sachs). 

The patient has been given local injections of 
hydrocortisone solution at irregular intervals. The 
areas treated show a flattening of the border. A 
constant watch is being kept for diabetes. 


Discussion 


Dr. Perry Sacus (by invitation): I think the 
picture was microscopically and clinically typical 
for necrobiosis. 

Dr. Frep W. WeEmMAN: Urbach tried to ex- 
plain the absence of diabetes in a case by stating 
that, none the less, the patient might have a low 
glucose tolerance. Even more than that, he claimed 
that one should not merely check on the patient’s 
glucose tolerance but go back into the family 
history. I think that nowadays the tendency is to 
call these cases necrobiosis lipoidica and omit the 
“diabeticorum” until the diabetes is established. 

Dr. Lewis M. JoHNson, Lancaster: Some of 
these patients show an increased glycogen in the 
skin. 

Dr. Acsert M. KuicMANn: In frank diabetes the 
various organs which can be involved are not 
always related to the excess glucose in the blood, 
and it does seem to be significant that in this 
patient and in others there is the diabetic tendency 
in the family and that this genetic disability car- 
ties with it potentialities other than those related 
to an increased blood sugar. It dees not dismay me 
that we do not find increased glucose in the blood; 
that is only one biochemical marker. 

Dr. Eucene F. Travus: I believe that a good 
many of these patients—I have followed two or 
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three for over 15 years—eventually develop dia- 
betes. This woman’s mother has diabetes, and she 
herself is overweight, and I think it is only a 
matter of time until she becomes diabetic. 

Dr. AvBert A. OrbER (by invitation) : Recently 
I examined the mother of this patient, and she is a 
diabetic. I have treated the patient with hydro- 
cortisone around the edges of the lesions and 
found parts of the lesions to flatten out. 

Dr. Frep D. WemMAN: With the high inci- 
dence that diabetes has, those occasional cases such 
as you mention might be a matter of diabetes’ just 
hit upon incidentally. If diabetes were a rare dis- 
ease and things like that happened rather infre- 
quently, it would be different. But as it is, I think 
we should move rather carefully in appraising the 
significance of diabetes in members of a family. 

Dr. AcsBert M. KiicMAN: In Pittsburgh they 
have been doing a long-time study and they have 
been able, in a very significant percentage of 
cases, to pick up prediabetes in individuals in 
periods of time greater than five years, with 
later actual clear-cut exacerbations of diabetes. 
This tendency manifests itself in subtle ways that 
the biochemist may be able to detect before the 
blood sugar goes astray. 


Blastomycosis. Presented by Dr. Eucene F. 
Traus, Dr. ApotpH H. Bieter, and (by invita- 
tion) Dr. Marco MEDINA. 

A Negro aged 40 presented on the lower lip an 
ulcerative, crusted lesion surrounded by granulom- 
atous borders on which could be seen numerous 
pustules. There was a similar lesion on the right 
inner ankle. There was a sharply outlined, round, 
ulcerated, and crusted lesion on the upper lip, de- 
pressed in the center, with an elevated, more or 
less verrucous edge which dropped sharply into 
the normal skin. At the periphery there were a 
few small pustules. One year ago the patient pre- 
sented papulopustular and pruritic lesions on the 
right foot followed by ulceration and granulation. 
A similar lesion appeared in October, 1955, on the 
lower lip. 

The patient was hospitalized at the Kate Bitting 
Memorial Hospital in 1951 with an extensive in- 
filtrative process involving the right upper lobe. 
No diagnosis was made at that time. 

The complete blood count was within normal 
limits. Serologic tests for syphilis were negative. 
The sputum was negative for tubercle bacilli. A 
culture from a pustule on the edge of the lesion 
yielded yeast-like, wrinkled culture on blood agar 
at 37 C; mycelial growth on Sabouraud’ medium 
at room temperature. 5 

The report on the biopsy specimen was com- 
patible with blastomycosis; no organisms found 
(Dr. Perry M. Sachs). 
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Discussion 


Dr. Perry M. Sacus (by invitation) : The diag- 
nosis of blastomycosis cannot be made under the 
microscope without finding the organisms, although 
all the other features may be present, as in this 
case. However, absence of organisms does not 
rule out the possibility of this entity. 

Dr. Frep D. WemMan: The cultures look all 
right for that. Of course, it is not at all an 
uncommon experience to be unable to find the 
fungus cells, and where that is the case and the 
tissue reaction is correct, as here, one must cut 
many more sections in the hope of running across 
an active place. The McManus stain sometimes 
helps in these cases. 

Dr. AvBert M. KiicMAN: I looked at the cul- 
tures under the microscope, and Blastomyces 
dermatidis was present, We now know that the 
concept of cutaneous blastomycosis as an exoge- 
nous disease is incorrect. This manifestation fol- 
lows from a pulmonary lesion which is usually 
unrecognized. Has there been a roentgenogram of 
the chest? When looked for one often finds the 
residua of the primary lesion. 

Dr. Eucene F. Traus: This patient had been 
studied in another institution for some time, and 
his chest had been studied, and he certainly has 
something in the chest still. We got a report of 
a pulmonary lesion which they could not prove 
to be either fungous or tuberculous, and since he 
was spitting up some blood, which we found nega- 
tive for tubercle bacilli, we were not absolutely 
sure of the diagnosis of blastomycosis, since we 
had not proved the organism here. 

Dr. AvotpH H. Bieter, Chester: This patient 
has never been out of this area except for a short 
time when he was in North Carolina, and a short 
time after he got there he had an acute febrile 
episode and was admitted to hospital. According 
to the report he had congestion in both lungs, but 
the etiology was not established. In the mean 
time, this has calmed down. 

Dr. Frep D. WEIDMAN: We must recall that 
the original case of blastomycosis originated here 
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in Philadelphia. Dr. Milton B. Hartzell told me 
personally that he had seen that patient in the 
skin clinic of the University Hospital but thought 
it was tuberculosis. He did perform a _ biopsy, 
Then the patient went to Johns Hopkins Univer- 
sity. Gilchrist cut sections, found the micro- 
organisms and described them. So Philadelphia 
is the original point of origin of blastomycosis as 
recorded in’ medicine. 





Thyrotoxic Cireumseribed Pretibial Myxed Pr d 
by Dr. Meyer L. NiEpELMAN. 

A Case for Diagnosis: Fixed Drug Eruption (Phenol- 
phthalein Rash?) Toxicoderma? Discord Lupus Erythem- 
atosus? Lichen Planus? lresented by Dr. Henry H. 

RLMAN. 
Boeck’s Sareoid: Presented by Dr. Herman M. Panzer, 
Urticaria Pi Pr ted by Dr. Henry H. Pert. 


MAN and (by invitation) Dr. SyLtvio Fraca and Dr. 
Marco Mep1na. 
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P )? Early Mycosis 
Fungoides? Poikiloderma V 1 Atrophi ? Pre- 
sented by Dr. ALFrED Trosow. 

Pemphigus Vulgaris. Presented by Dr. Meyer L. NIepet- 
MAN, and (by invitation) Dr. Marco MEDINA. 

Fixed Drug Eruption? Presented for therapeutic sugges- 
tions by Dr. HERMAN M. PANZER. 

Angiofibroma. Presented by Dr. J. Curtis Lamp (by in- 
vitation). 

R like Tub lid. Presented by Dr. Evucene F. 
Travus and (by invitation) Dr. Sytvio Fraca. 

Lymphoblastoma. Presented by Dr. 
(by invitation). 

Von Recklingh ’s Di Presented b 
L. NiepELMAN and (by invitation) Dr. 
SCHMIDT. 

wares Hemorrhagic Sarcoma. Presented by Dr. HERMAN 

PANZER. 
Morphea. Presented by Dr. EuGrene F. Travs. 
Leg Ulcer. Sickle Cell Anemia. Presented by Dr. Meyer 
. NIEDELMAN and (by invitation) Dr. H. J. Hurrey 
and Dr. Hersert GoLpscHMIDT. 

Epidermolysis Bullosa. Presented by Dr. Louis D. Horr- 
STEIN. 
throderma Ichthyosiforme 

rR. Henry H. Pertman. 

Morphea (Scleroderma). Presented by Dkr. 
Travs and (by invitation) Dr. Leon Apont. 

G 1 A lare. Presented by Dr. Henry H. Penrt- 
MAN and (by invitation) Dr. Sytvio Fraca and Dr. 
Marco Mep1na. 

Urticaria Pigmentosa. Presented by Dr. Meyer L. NIeEpEt- 
MAN. 

Keratosis Follicularis (Darier’s Disease). Presented by Dr. 
Meyer L. NIEpELMAN. 

Keratosis Follicularis. Presented by Dr. Meyer L. NiepeEL- 
MAN. 

Epidermolysis Bullosa. Presented b 
MAN and (by invitation) Dr. 
Marco MEp1Na. 








ALBERT. A. ORDER 


Dr. MEYER 
ERBERT GOLD- 





Congenitale. Presented by 


Eucene F. 





Dr. Henry H. Penrt- 
YLVIO FraGca and Dr. 





UMI 








L- 
R. 





UMI 


RHODE ISLAND DERMATOLOGICAL SOCIETY 


Vincent J. Ryan, M.D., President 
Arthur B. Kern, M.D., Secretary 
Feb. 27, 1956 


Lupus Miliaris Disseminata Facei. Presented 
by Dr. Francesco RoncHEsE, Providence. 


A 3l-year-old white woman of Italian ancestry 
had had lesions of the face during the past 10 
years. She was seen by me in 1947, at which time 
she presented pinhead-sized follicular, acneiform 
lesions of the face. A biopsy was done, and the 
histopathologic diagnosis of tuberculosis of the 
skin was made. A tuberculin patch test was nega- 
tive. She was presented before the New England 
Dermatological Society with the diagnosis of 
tuberculosis cutis. Treatment with calciferol pro- 
duced little improvement. 

She was again seen recently, and while some of 
the lesions present 10 years ago have involuted, 
new ones have appeared over the face. A roent- 
genogram of the chest revealed no abnormalities, 
and urinalysis and complete blood count were nor- 
mal. She has been receiving 50 to 100 mgm. of 
isoniazid daily, with no evident effect as yet. 


Discussion 


Dr. VINcENT J. Ryan, Providence: Many of 
the lesions are minute papules of bright red or 
brownish-yellow color. I feel that the diagnosis 
of rosacea-like tuberculid of Lewandowsky should 
be considered. 

Dr. Matcorm A. Wi£inkLerR, Providence: I 
agree that we should consider the diagnosis of 
rosacea-like tuberculid in this case. There is lack 
of oily seborrhea, and there is a predominance of 
papulation over pustulation. These patients are 
strongly sensitive to tuberculin. 

Dr. WitttAM B. CoHEN, Providence: I agree 
with the diagnosis as presented and recommend 
that the dose of isoniazid (Rimifon) be increased 
to 100 mgm. three times a day. 

Dr. ArtHuR B. Kern, Providence: Clinical 
examination of this patient would certainly sug- 
gest acne vulgaris rather than tuberculosis of the 
skin, and I wonder what led Dr. Ronchese to sus- 
pect the latter. As regards the differentiation be- 
tween lupus miliaris disseminata facei and rosacea- 
like tuberculid, two important factors are the 
histopathologic appearance and the tuberculin test; 
there is usually a negative test with the former 
and a strongly positive one with the latter. 

Dr. Francesco RoncuHese, Providence: The 
patient’s sister had died*of pulmonary tuberculosis, 


and this led me to consider the possibility of cu- 
taneous tuberculosis in the case under discussion. 
The absence of comedones, oiliness, and acneiform 
scars were the other clinical features which sug- 
gested this diagnosis. 


Addendum 


The dose of isoniazid was increased to 100 mgm. 
three times a day and after one month there was 
complete involution of the lesions with some resi- 
dual pigmentation. 

Poikiloderma Atrophicans Vasculare (Jacobi). 
Presented by Dr. Bencet L. Scuirr, Pawtucket. 
A 30-year-old white man stated that he de- 

veloped an eruption of the arms, legs, and abdomen 
at the age of 12 years. He was treated with local 
medications, and by the age of 19 his skin had 
almost completely returned to normal. He entered 
the Armed Forces in 1944 and claims that a mild 
residual involvement of the above-mentioned areas 
was still present. The present dermatosis ‘started 
shortly after his entry into the Army with pru- 
ritic lesions appearing first on the abdomen and 
buttocks and later in the axillae and on the fore- 
arms. Cutaneous examination reveals atrophy, 
with fine wrinkling, pigmentation, and telangiec- 
tasia over the buttocks, lower abdomen, axillae, 
and forearms. A biopsy was performed, and the 
histologic picture was consistent with the diagnosis 
as presented. General examination was negative 
except for the finding of an abnormally low 
spermatozoa count which was responsible for his 
sterility. 


Discussion 


Dr. Francesco RoncHESE, Providence: This 
case presents the characteristic features of poiki- 
loderma vasculare atrophicans. However, the 
areas involved are sharply demarcated, whereas 
ordinarily there is a gradual passing from diseased 
to apparently normal skin. The net-shaped pig- 
mentation is also unusual. Of interest is the 
sterility of the patient and the possibility of 
some developing neoplasm. Downing and Edel- 
stein (Arch. Dermat. & Syph. 62:206 [Aug.] 
1950) reported a case of poikiloderma vasculare 
atrophicans due to exposure to cold. In the case 
now under discussion the disease apparently de- 
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veloped while the patient was in military service 
in Korea. It would be interesting if a real rela- 
tionship could be established between the disease 
and some type of trauma. 

Dr. Matcorm A. WINKLER, Providence: In 
some instances there may be an associated lympho- 
sarcoma, mycosis fungoides, Hodgkin’s disease, 
metastatic carcinoma, sclerodactylia, or derma- 
tomyositis. 

Dr. VINCENT J. RYAN, Providence: I agree that 
we are dealing with a case of poikiloderma, and 
what the ultimate outcome will be certainly no one 
knows at this time. I have felt for years that in a 
city the size of Providence a bureau should be 
established where all types of interesting and rare 
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skin diseases could be registered. We would then © 


have an opportunity to study and evaluate these © 


interesting cases over a period of years. 


Dermatitis Herpetiformis. Presented by Dr. Matcotm A, 
WINKLER, Providence. 

Epithelioma Adenoides Cysticum and Ad 
Presented by Dr. Francesco RONCHESE, Providence. 
Chronic Discoid Lupus Erythematosus. Presented by Dr. 
Vincent J. Ryan, Providence. 
Scleroderma. Presented by Dr. 

Providence. ; 
Psoriasis of Nails. Presented by Dr. Francesco RONCHESE, 
Providence. 
Mycosis 5g Following Cathode-Ray Therapy. Pre- 
sented by Dr. Francesco RoNCHESE, Providence. 
Zosteriform Lichen Planus. Presented by Dr. ArtHuR B. 
Kern, Providence. 
Case for Diagnosis: Lesion of External Ear—Verruca Vul- 
gee Seborrheic Keratosis? Presented by Dr. ARTHUR 
. Kern, Providence. 
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A “Blueprint” for the Teaching of Undergraduate 





Some Basic Considerations in the Developing New Program at the University 


of British Columbia 


*“ DONALD H. WILLIAMS, M.D., Vancouver, B. C., Canada 


On the Pacific coast of Canada, where 
just over 100 years ago the mysticism of the 
aboriginal medicine of the “shaman” priest- 
doctors of the Salish Indians held sway, the 
University of British Columbia recently 
established a Faculty of Medicine, whose 
first class of students began their under- 
graduate instruction in dermatology four 
years ago. The purpose of this presentation 
is to outline some of the basic considerations 
in the early development of the undergradu- 
ate teaching program of dermatology in this 
newest Faculty of Medicine—this latest ad- 
dition to the medical schools of Canada, situ- 
ated in Vancouver in the Province of British 
Columbia, the largest populated Canadian 
area not previously provided with a center 
of medical learning. 

This “blueprint,” rather than dealing with 
the technical details of the structure of the 
program as it is gradually developing, in- 
corporates in its design the lineaments of 
the structure’s basic features and outlines 
considerations related to its purpose, teacher 
selection, the curriculum, teaching methods, 
and techniques. It indicates the reasons for 
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their prominence in the design and makes 
reference to the complex background of in- 
fluences, problems, and perplexities inherent 
in the unique venture of building a teaching 
edifice in dermatology upon the foundations 
of past experience, while incorporating new 
functional trends in medical education,!* be- 
ing conscious always of the climate of con- 
temporary life and of powerful forces which 
are creating the environment in which this 
edifice must serve, along with the other 
branches of medicine, the ultimate purpose 
of all health effort: that of attaining for 
every individual the goal of that “state,” as 
defined by the World Health Organization, 
“of complete physical, mental, and social 
well-being and not merely the absence of 
disease or infirmity.” 

The relevancy of the contemporary scene 
and the dynamics of historical change in our 
midst have had their impact upon the early 
phase of critical study, and continue to do 
so, it being recognized that coincident with 
the ground swell of momentous global ten- 
sion in an era overshadowed by the threat 
of atomic annihilation, the realm of medicine 
has been rapidly expanding, its complexities 
increasing, and its emphasis changing. 

It seemed of basic importance in the 
teaching of dermatology to recognize that 
medicine, having moved in a quick transition 
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from the long, dark centuries of mysticism 
and empiricism into the bright light of an 
era of scientific medicine with its emphasis 
for half a century on curing disease, is now 
well advanced into the contemporary period 
when prevention is rapidly becoming the 
dominant motivating force, with the early, 
clearly discernible indications that medicine 
is now moving toward the not-too-distant 
threshold of an era in which the active pro- 
motion of health may supplant treatment 
and prevention as its major emphasis. 

It seemed pertinent, too, that in Canada 
as elsewhere, Ryle’s concept of scientific 
humanism® was increasingly permeating 
thought and action throughout the field of 
health services and that this concept, acting 
as a leaven, was producing profound changes 
in medical education, envisaging man as a 
“socius,” or social being, and conceiving of 
his health problems, dermatological not ex- 
cepted, in the perspective of the whole 
man—body, mind and soul: a concept moti- 
vating medical education toward the pre- 
vention and care of illness of sociofunc- 
tional groups—the family, the mother and 
child, the breadwinner, and the aged. 

Nor in Canada in the planning of under- 
graduate instruction in dermatology could 
the state of an organizing, active, and vig- 
orous public sentiment in health matters be 
ignored, nor could the growing powerful 
participation of government at all levels be 
overlooked. These background factors and 
many others had to be kept constantly in 
mind in the perspective study which gave 
rise to this blueprint of basic considerations. 

The climate of dermatological influences 
in Canada has not produced as yet a form 
of teaching which has clear-cut national 
characteristics. The teaching has been a 
blending of the influences of the two major 
racial Canadian groups—the British and the 
French—along with those of the United 
States, which country has exerted a par- 
ticularly strong, beneficient force. The 
provision of postgraduate training in der- 
matology, the establishment of high stand- 
ards of qualification in this..specialty, the 
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privilege of Canadians’ enjoying the stim- 
ulus of membership in medical societies of 
the United States, the compilation of indexes © 
of world scientific medical literature, the | 
maintenance of the Standard Nomenclature — 
of Diseases, have all—and many others of 
a more specifically dermatological nature re- 
viewed by Alden and his associates "—played 
a major accessory role in the development 
of the British Columbia program. 

The quality inherent in the old epigram 
that “unreasonable haste is the direct road to 
error” appears to be a national characteristic 
of Canadian effort. The development of 
the program in keeping with this ingrained 
characteristic has been slow, partly because 
of the considerable preliminary study and 
critical assessment necessary to define the 
primary objective of teaching dermatology 
and to determine the best means of attain- 
ing this, not to mention some of the prob- 
lems related to their orderly implementation. 


Objective 


The primary purpose of the University 
of British Columbia program has been to 
provide the future family physician with 
the knowledge necessary for him to manage 
with skill and economy the common der- 
matoses of the family group. 

This statement may seem to be an over- 
simplification of the program’s purpose, 
thereby implying a narrow restricted teach- 
ing approach. It is a sine qua non, however, 
of the program that, while preparing the 
student to attain by graduation time a sense 
of assurance and practical competence in 
dealing with the common dermatoses, there 
is also inculcated an appreciation of der- 
matological problems as being an inseparable 
part of the broader field of medicine; and 
this is to be accomplished by developing an 
“understanding” based upon “thinking” and 
not by encouraging the feat of memorizing 
predigested dermatological data which may 
be reflexly regurgitated on a conditioned 
basis. This approach does not overlook the 
importance of keeping a sharp lookout for 
the student with special talents whose in- 
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terest should be stimulated in the direction 
of possible postgraduate study in the field of 
dermatological research, teaching, or clinical 
service. 

The arguments in favor of the general 
practitioner, the grass-roots apostle of health 
and well-being, who provides the essential 
medical care to the basic social unit in our 
Canadian society—the family group—have 
been recognized as obvious for years, but 
in the past what has been preached has not 
been practiced. There has been a lively com- 
petition between the general practitioner and 
the specialist in providing medical care for 
the family group in all fields of medicine, 
and dermatology has been no exception in 
this regard. There can be spirited debate 
over the contention that, because of his 
training and special status, the dermatologist 
should be above competing with the family 
physician in the care of the common der- 
matoses and that he should properly assume 
the role of aiding the family physician by 
restricting his effort to the difficult derma- 
tological problems sorted out by the former, 
in addition to the other specialized tasks of 
teaching and research, and those of generally 
improving the standards and quality of all 
dermatological care in the community. Re- 
gardless of any difference of opinion there 
may be on this matter, the fact is that in 
Canada two strong influences are rapidly 
bringing to the forefront the practical wis- 
dom of the close functional relationship of 
the general practitioner and the family 
group. 

The first influence is that of the growth 
of prepaid medical care plans based upon 
a general practitioner-family medical service, 
with specialist care provided when required 
by the general practitioner. This growth 
has been phenomenal. In British Columbia 
where 47% of the population is now covered 
by some form of planned health service, 
the largest and most rapidly growing pro- 
portion is that of the prepaid general prac- 
titioner-family group service type. The sec- 
ond influence, that of the changing status of 
the general practitioner, has had two com- 
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ponents, the one being the vigorous organ- 
ization of general practitioners in Canada 
during recent years, with their consequent 
enhanced status as individual doctors and 
their growth in stature as a group intent 
upon raising the standards of general prac- 
tice; the other has been the increasing ten- 
dency for general practitioners to group 
together in practice, providing thereby, 
through mutual association, better conditions 
of practice and consequently better health 
care for their respective family groups. The 
impact of this national trend in Canada, 
which is well advanced in British Columbia, 
has been an obvious and inescapable strong 
determining force in defining the primary 
objective of the undergraduate teaching pro- 
gram in dermatology at the University. 
The first half of this twentieth century has 
been noteworthy from the dermatological 
standpoint for the far-reaching advances in 
establishing standards of high quality in the 
specialized field of dermatological practice, 
research, and postgraduate study. Perhaps 
the task of these specialized dermatological 
forces in the second half of this century 
might be that of directing their concerted 
energies toward raising the standards and 
quality of dermatological care provided by 
the general practitioner for the family group. 


Dermatitis Confusiformis 


The word “confusion” describes generally 
the management of dermatoses by the family 
physician at the family level. This unfor- 
tunate state in which the general practitioner 
is more “sinned against than sinning,” is 
the product of a number of factors. Some 
are controllable during undergraduate train- 
ing. Others, however, require the broader 
organized corrective action of the medical 
profession. Pity the plight of the poor 
young family physician who, upon severance 
of the umbilical cord attaching him to a 
thin trickle of prepartum dermatological 
sustenance, finds himself, after graduation, 
suddenly confronted with the cold, hard 
realities of general practice in an aggressive, 
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materialistic world. It is little wonder that 
in a state of cerebral-smog, the only diag- 
nostic label he can pin with certainty upon 
any dermatosis coming his way is that of 
“dermatitis confusiformis,” which he recog- 
nizes as a hazy disorder of the skin of 
ill-defined clinical characteristics, caused by 
allergy or something wrong with the pa- 
tient’s “system,” and which he treats weekly 
for months by ringing the changes on a 
succession of the very latest ointments in 
little tubes at big prices, pressed into his 
hands by the drug houses as succor to 
relieve his own state of therapeutic con- 
fusion. He is faced with mass_ public 
hypochondriasis and anxiety-fixation interest 
in cutaneous trivia fanned into flames of 
fear by commercial exploitation. He has to 
choose which of several hundred medical 
journals and alluring pharmaceutical house 
publications he will refer to, if any. From 
this almost untenable situation the hapless 
young family physician is saved by the con- 
fidence, faith, and utter patience .of the 
public along with the strong inherent re- 
covery power of the skin, upon the coat-tails 
of which propulsion he rides in to a success- 
ful therapeutic conclusion in many of his 
patients’ dermatological dilemmas. Perhaps 
it might be simpler and better for all con- 
cerned if the general practitioner were 
trained in his undergraduate days to go forth 
to his dermatological task armed only with 
a bucket of lard in one hand and a pail of 
the milk of human kindness in the other. 

It is the primary objective of the under- 
graduate program in British Columbia to 
prevent this sense of confusion in the man- 
agement of common dermatoses, and it is 
the purpose of this presentation to outline 
the considerations which are the basis of 
the program adopted to achieve this end. 


The Selection of Teachers 


Of the five elements of a teaching pro- 
gram: its purpose, student selection, the 
instructional content, the method of presen- 
tation, and finally, the selection of teachers, 
the last is the most important and the one 
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upon which an entire program, no matter 
how well conceived, can founder. Miller 
points out, in a little gem of a paper on 
“The Genesis of Good Teaching,” that 
“teaching is too demanding a task to be as- 
sumed casually or irresponsibly. If it suffers 
because of this, then the blame must fall on 
administrators.”® 

A system of medical education. whose 
efficiency calls in part for the device of the 
Medical College Admissions Tests for the 
selection of students should logically have 
a means of selecting by clearly defined 
criteria those very few dermatologists, who, 
imbued with a sense of dedication and 
conscious of the privilege of being called 
to the high art of teaching, have the inherent 
talents, the interest, and the desire to work 
hard at the-task. It should be recognized that 
whereas it is difficult to find good teachers, 
it is even more difficult to attempt the al- 
most impossible—as is so frequently done 
with disastrous results—of equating teach- 
ing qualities with, or making teaching 
appointfnents conditional upon research as- 
signments and upon the rendering of clin- 
ical dermatological services, not to mention 
responsibilities of administration. The para- 
gon of dermatological virtue who is a top- 
flight teacher, an expert clinician, and a 
skilled research worker jointly and concur- 
rently is a rara avis indeed. There should 
be no place for the dermatological dilettante 
or smatterer who toys or trifles with teach- 
ing, concentrating on nothing and wasting 
the students’ few precious hours assigned 
for dermatological instruction. There should 
be no place for the dermatologist who is 
pushing private practice ot being pushed by 
it to the extent that his teaching responsi- 
bilities receive but the crumbs that fall from 
the crowded table of his professional time. 
While it is good for a teacher of derma- 
tology to be a part of the hurly-burly of 
private practice, he should have adequate 


time for the reflective backwater of study 


and preparation necessary to produce teach- 
ing which exhibits the vitality and clarity 
that stems from much thought and critical 
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analysis of the subject and which radiates 
infectious enthusiasm and stimulating pro- 
vocation. 

As a prerequisite to final selection for 
teaching there should be a novitiate period 
before being “called,” during which the 
candidate should be required to study the 
principles of education, the psychology of 
learning, the history of medical education, 
and the educational classics from Plato and 
Aristotle to Osler. He should have a 
thorough understanding of the scope and 
meaning of the program of the university in 
general and of the faculty of medicine in 
particular. An adequate trial period of 
didactic and clinical teaching should ensue, 
giving the administration an opportunity to 
determine the wisdom or not of entrusting 
the future family physicians to the candidate 
for their instruction in dermatology. 


Curricular Astigmatism 


For many years the iron-clad boundaries 
staked out by the pioneers in medical educa- 
tion enclosing large areas of curricular time 
for the basic sciences and the major clinical 
subjects remained unchanged, allotting to 
dermatology a Lilliputian acreage out on the 
territorial fringe. Because of a broader con- 
cept by educators of the purpose of the 
curriculum, the past fifteen years have wit- 
nessed the early stirrings of curricular real- 
ism, at first of Brownian movement 
proportion, and have seen it gather mo- 
mentum with the consequent recent intro- 
duction of major changes in the curricula of 
many medical schools. Although there has 
been ‘some jostling—even knightly jousting 
for curricular position—generally there have 
been sanity and sense about these changes, 
and the teaching interest in dermatology has 
risen considerably in this reorientation of 
teaching emphasis. 

It has been recognized that the graduate 
often leaves the halls of medical learning 
with high hope and ebullient spirits, only 
to quickly make the disconcerting discovery 
that his outlook is disturbed by “curricular 
astigmatism”—an insidious, restrictive vis- 
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ual defect acquired during undergraduate 
days from working at too close range for 
four years under the teaching glare of the 
specialist’s viewpoint in dermatology, which 
devotes too much time to the minutiae of 
the obscure, to the exclusion of the mundane 
and the practical, and from straining to 
watch the delicate procedure of his highly 
qualified dermatological teachers splitting 
with finesse the fine esoteric hairs of der- 
matological erudition, a practice which 
should be reserved for private seances of 
the elect and not for the neophyte. Pillsbury 
and Shelley ® have recently suggested a more 
realistic corrective approach for this astig- 
matic influence. 

The cries of anguish of the sufferers from 
curricular astigmatism have been heard from 
two continents. The American Academy of 
General Practice 1° and the College of Gen- 
eral Practitioners of the United Kingdom," 
having reviewed the medical curriculum and 
pointed out with unanimity its shortcomings 
from their respective national viewpoints, 
have suggested modifications which would 
improve the quality of general practice and 
family health care. Dermatology heads the 
list of clinical subjects that “are not always 
taught as fully as their importance in gen- 
eral practice demands.” 

There are 15,000 ways for a human being 
to be ill, and of these more than 400 der- 
matological ones are listed in the “Standard 
Nomenclature of Diseases and operations, 
not to mention the unlisted dermatoses and 
the nondermatological entities with prom- 
inent dermatological manifestations, which 
must number several times 400. If the ob- 
jective of undergraduate instruction in 
dermatology is, in respect of the family 
group, to promote cutaneous health, to pre- 
vent cutaneous disorder, and to treat cuta- 
neous disease, then, if the teaching is to 
bear any practical relationship to this im- 
portant family health goal it seems essential 
to define precisely what the cutaneous health 
problems of the family group are. This 
requires as a first step an assessment of 
the... specific incidence of. dermatoses and 
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dermatological problems in the community in 
order to determine with reasonable statistical 
accuracy those common family dermatoses 
which should be the basis of teaching empha- 
sis in the university of that area. 

Numerous morbidity surveys which have 
been carried out on selected groups—Armed 
Forces, hospital outpatient departments, and 
private dermatological practice—are very 
helpful as far as they go. They suggest, if 
applied to the family group, that about 20 
very common dermatoses and an additional 
30 or 40 relatively common ones probably 
constitute better than 95% of the family 
dermatological morbidity. Other surveys on 
the nature of the general practitioner’s daily 
work indicate that a considerable part of it 
is spent in dealing with skin disorders. The 
results of the recent comprehensive State of 
Washington Sickness Survey have just been 
published. This first local morbidity study 
based upon general practice, although hav- 
ing as its objective that of determining “if 
the major efforts in disease prevention were 
being spent in the most important areas” 
... “may well serve as a guide in planning 
undergraduate and postgraduate instruc- 
tion,” as pointed out by Dickinson in a 
review of the published survey report.!? 
The basis of dermatological teaching should 
have its roots in general morbidity surveys 
of this type carried out in the locale for 
which the medical school trains future gen- 
eral practitioners. 

In planning the curriculum to achieve its 
useful dermatological purpose a nice balance 
has to be struck between the time devoted to 
the common dermatoses and that required to 
stimulate interest and wonder in the breadth 
of the dermatological field, as exemplified by 
the study of a few instances of dermatoses 
which bring into play in their pathogenesis 
the full range of the complexity of the 
human organism encompassing within a 
single dermatosis the etiological relationships 
of the genes, cellular reactivity, and humoral 
factors, the endocrine and neurovegetative 
systems, the psychoassociational areas of 
the cerebral cortex, and, even not stopping 
there, gather etiological impetus from tangi- 
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ble and intangible factors in the patient’s 
environment. Perhaps the day may come 
when the student’s first cutaneous impact in 
medical school will not be the numbing chill 
of viewing the cold alabaster pallor of the 
cadaver but that of seeing the warm glow of 
the skin of members of the family group in 
the community health centers of the type 
now operating in pilot study form which are 
envisaged for the future by many medical 
leaders, or by the implementation of Col- 
lins’ recommended “New Educational Ap- 
proach.” 

The Cluttered Maze of Nomenclature 

Canada, being at the crossroads of British, 
French, and American dermatological in- 
fluence, has confusion confounded in the 
matter of nomenclature. The American 
“Standard Nomenclature of Diseases” has 
been the one outstanding stabilizing factor 
in this situation. The announcement by 
those planning the Eleventh International 
Congress of Dermatology that a Committee 
on Nomenclature and Classification may be 
appointed is most welcome news. From the 
teaching standpoint there is great need for 
a Registry of Nomenclature, Terminology, 
and Classification of international scope to 
review the present confused state, to estab- 
lish and publish an approved nomenclature 
of all recorded dermatoses, defining primary 
criteria for each; to assign a registry name 
to all new cutaneous entities; to prepare a 
glossary of dermatological terms, some of 
which at present mean “all things to all 
men,” and to classify all dermatoses and all 
disorders in which the dermatological clin- 
ical component is prominent. 

The nomenclatural key for the student and 
the general practitioner opens the door of 
the standard textbooks and other reference 
knowledge. Often valuable material is in- 
accessible or found with great difficulty be- 
cause of the nomenclatural confusion, which 
extends into the indexes of reference text- 
books. For example, what diagnostic term 
shall the student preparing for general prac- 
tice and the teacher placing emphasis on 
the common dermatoses use for the man- 
ifestations of epidermal sensitivity? Der- 
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matitis venenata, contact dermatitis, contact 
eczema, dermatitis eczematodes? The in- 
dexes of standard English language text- 
books available to the student are completely 
at variance. Which of the terms—neuro- 
dermatitis, atopic dermatitis, atopic eczema, 
Besnier’s prurigo, among others—shall the 
teacher use, or must they all be taught in 
order to provide access to the variety of text- 
books using selective index emphasis on one 
or other of the terms? Confusion in the 
diagnostic classification of the hemangiomas 
of infancy, based upon a lack of defined 
diagnostic criteria in each type, often in con- 
junction with the pressure of parental 
anxiety, results in costly overtreatment. No 
greater help could be given to the teacher 
of undergraduate students than for der- 
matologists on an organized international 
basis to free him, his students, and ultimately 
the family physician from the endless clank- 
ing drag of a “Marley’s ghost chain” of 
accumulated, archaic, dermatomorphological 
nomenclature. 
Integration with Basic Sciences 

Sometimes a word catches the imagination 
and seems to epitomize the answer to a long, 
almost unconsciously felt intuitive need. 
“Integration” is such a word. In it un- 
doubtedly lies in part a great hope for 
meeting a deep-seated need in the teaching 
of dermatology. Integration involves two 
components: cooperation, an agreement be- 
tween two persons; and correlation, the 
bringing together of two or more subjects 
or disciplines. An administrative measure in 
the faculty of medicine is required to bring 
these components together to fulfill their 
useful purpose. In retrospect lack of in- 
tegration has been the most obvious defect 
in the teaching of dermatology in the past 
half century or more. Fortunately, integra- 
tion is under way, and, as students become 
increasingly aware of the symphonic inter- 
relationships between the skin and the under- 
lying tissues and organs, it is fortunately 
becoming a less frequent spectacle to see 
them fleeing with joy and almost indecent 
haste from the bondage of the basic sciences 
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to the emancipation of the clinical subjects. 
To achieve the instructional optimum, inte- 
gration of dermatology with the basic 
sciences should be in effect the close 
synthesis of personnel, curricular content, 
and teaching methods. It should be a 
mutually stimulating experience for teachers 
of the basic and clinical sciences and for 
the students. Not a single basic science— 
anatomy, anthropology, histology, embryol- 
ogy, physiology, biochemistry, pathology, 
microbiology, mycology, immunology and 
allergy, genetics, pharmacology, and medical 
ecology, to list them all in their full im- 
pressive array—can be named that has not 
some important contribution to make in the 
ultimate task of providing skilled, econom- 
ical care for the common dermatoses of the 
family group. 

Instead of the insular isolation and 
sequential progression through undergrad- 
uate years from “organs” to “diseases” to 
“cases” (that harsh, cold, inhuman appella- 
tion for a human being who is ill) carefully 
planned integration of dermatology with 
the basic sciences leaves the student with a 
sense of the dynamics of the pathogenesis 
of the common dermatoses; and an ap- 
preciation that, although in a limited sense 
dermatology is the art and science of pre- 
venting and treating human skin disorder, 
in a broader one, its scope extends to the 
outer boundaries of the entire realm of 
medicine and, indeed, to those of science 
itself. There is no end to the situations that 
can be selected to exemplify the broad sweep 
of functional integration ; such, for example, 
as that of the chemical mediation of nerve 
impulses in the autonomic nervous system 
in relationship to the skin, with particular 
reference to the practical diagnostic and 
therapeutic application of the pharmaco- 
dynamics of this inter-relationship; or, to 
name another, the breadth of knowledge 
rooted in the basic sciences required for a 
general practitioner to prescribe with wis- 
dom the corticosteroids. ‘Beginning with the 
first moment of the first day the student 
enters medical school, as he begins to re- 


323 








ceive instruction in the basic ‘sciences, he 
should feel the stimulus of projecting him- 
self into the role of a family physician who, 
among his numerous professional responsi- 
bilities, will find that a fair proportion of 
his time will be occupied with the care of 
the common dermatoses of the family group. 
Association with Other Clinical Subjects 

If integration with the basic sciences is of 
first importance, it is equally so with the 
clinical ones. As a group, dermatologists 
have a great yearning for a place in the sun 
and have a tendency in conclave to bemoan 
their professional position. Perhaps der- 
matologists have lived too much unto them- 
selves in the confines of the cubbyhole of 
special interest of their own making. This 
situation undoubtedly has had its unfavor- 
able influence upon undergraduate teaching. 
The status of the group depends upon its 
stature, and this can be attained only by a 
mutual leavening association with the other 
special clinical interests that make up the 
entire field of medicine. From the stand- 
point of undergraduate teaching this means 
integration throughout the clinicai . studies 
with almost every clinical subject, for very 
few can be named that do not touch der- 
matology at many points and in some in- 
stances even merge with dermatology, 
providing thereby numerous opportunities 
for stimulating, informative, and provocative 
joint conferences, clinics, or seminars on 
common dermatological problems of the 
family group—infantile eczema with pe- 
diatrics, dermatitis hypostatica with surgery, 
nodose lesions of the legs with medicine, 
pruritus vulvae with gynecology, and so on. 

At the University of British Columbia 
the administrative arrangement whereby 
dermatology is a part of the Department of 
Medicine has been a most satisfactory one, 
facilitating thereby integrated teaching of 
medicine and dermatology, subjects which 
are, in fact, parts of an inseparable whole, 
each of which has everything to gain and 
nothing to lose by a mutual close association, 
both administratively and from the under- 
graduate teaching standpoint. This associa- 
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tion of dermatology with interests of general 
medicine within the Department of Medicine 
has enabled integration to be a continuing 
day-to-day teaching matter, particularly in 
the Outpatient Department and on the medi- 
cal wards of the hospital, thereby providing 
a corrective influence against any tendency 
of the primary purpose of the teaching pro- 
gram-in dermatology to become too re- 
strictive in its clinical application. 

The high standards of the Fellowship in 
Dermatology of the Royal College of Phy- 
sicians and Surgeons of Canada, which 
places emphasis upon the basic sciences and 
requires one year of postgraduate study and 
training in the field of internal medicine as 
part of the prerequisites to examination, are 
producing teachers conscious of the impor- 
tance of the mutual inter-relationship in 
undergraduate instruction of all the ele- 
ments, scientific and clinical, which comprise 
the whole teaching program, giving it a 
sense of functional completeness and unity 
of purpose. 

Modern Methods of Pedagogy 

If the relatively few hours available for 
teaching dermatology, for inculcating essen- 
tial therapeutic knowledge, and for molding 
a pattern of good attitudes and skills, are to 
be put to the best use, they must be hus- 
banded with thrift, not only by careful 
assessment of the content but also by the 
use of the best methods and techniques of 
presenting this content. Within the Uni- 
versity of British Columbia the School of 
Education is specially equipped with re- 
sources which by arrangement should be 
used by the Faculty of Medicine. Expert 
advice from this school could make a very 
substantial contribution toward better teach- 
ing in the Faculty of Medicine by reviewing 
teaching methods and techniques used by 
the dermatologist, by making recommends- 
tions for the introduction of improvements, 
and even by providing instruction in their 
use. 

This approach would remedy “derma- 
tological dithering” in teaching. The sight 
of a class floundering with a teacher in a 
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morass of inconsequential trivialities would 
disappear. Techniques can be introduced. to 
stimulate curiosity and initiative, replacing 
thereby the monotonous flow of didactic ex- 
position that passes for a lecture and which 
is, in fact, essentially a mutually decerebrate 
exercise of reading by the teacher and writ- 
ing by the student. 

Where should teaching take place—in the 
classroom, at the hospital bedside, or in the 
outpatient department? At present, even 
with all its shortcomings, the last under 
present conditions most closely approximates 
the environment of general practice. The 
impress of outpatient teaching in a poor 
physical and psychological environment can 
never be erased. Teaching in this locale 
should reproduce as much as possible the 
best features of private practice, assuring 
the patient privacy, courtesy, sympathy, pa- 
tience, and, above all, adequate time for the 
necessary medical care. 

Osler, the great teacher, clinician, hu- 
manitarian, and man of letters, had much 
to say on teaching methods, and much of 
what he said was revolutionary and was 
resisted by his contemporaries, but today his 
words remain as apropos as they did some 
fifty years ago. In 1903, speaking in New 
York to the Academy of Medicine on “The 
Hospital as a College,” he had the follow- 
ing to say about the proper way to teach 
medicine **: 

In what may be called the natural method of 
teaching, the student begins with the patient, con- 
tinues with the patient, and ends his studies with 
the patient, using books and lectures as tools, as 
means to an end. The student starts, in fact, as 
a practitioner, as an observer of disordered ma- 
chines, with the structure and orderly functions 
of which he is perfectly familiar. Teach him to 
observe; give him plenty of facts to be observed, 
and the lessons will come out of the facts them- 
selves. For the junior student in medicine and 
surgery it is a safe rule to have no teaching with- 
out a patient for a text, and the best teaching is 
that taught by the patient himself. The whole art 
of medicine is in observation, as the old motto 
goes, but to educate the eye to see, the ear to hear, 
and the finger to feel, takes time, and to make a 
beginning, to start a man on the right path is all 
we can do. We expect too much of the student and 
we try to teach him too much. Give him good 
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methods and a proper point of view, and all other 
things will be added as experience grows. 

The italics are added to stress the empha- 
sis Osler placed on the visual approach gen- 
erally in medicine, which should need no 
reinforcement in the field of dermatology. 
Whereas in other clinical fields teachers find 
themselves instructing the student in how 
to peek and pry with assorted “scopes” and 
other ingenious physical devices into the 
orifices, passages, nooks, and crannies of the 
body, looking for visual diagnostic crumbs, 
in dermatology the student has a clinical vis- 
ual feast spread before his eyes. It is the 
teacher’s responsibility to make certain that 
this visual experience does not have the 
illusory benefits of a Barmecide repast, nor 
should it be a dermatological smérgasbord 
with small portions of all sorts of attractive 
but not too digestible visuai dermatological 
delectables on a rather small plate. 

Too often, to parody slightly the words 
of Gray’s “Elegy,” “Full many an autonomic 
impulse is born to blush unseen and waste 
its clinical significance upon the student’s 
vacant stare.” If the teaching is successful, 
the student should become acutely aware 
that constantly, from the cradle to the grave, 
the patient’s cutaneous mirror is before him, 
reflecting in myriad ways the state of the 
patient’s health. With a full view of the 
entire skin surface the student should learn 
to observe the patient in silence, without 
manual manipulation, and while doing so 
he should be “cerebrating.” He should be 
taught to note the precise physical features 
of the skin and should learn to transcribe 
these visual facts into a precise word picture 
upon which a tentative differential diagnosis 
is immediately made, and only then should 
he proceed with the history and other essen- 
tial confirmatory or differentiating diagnostic 
steps. The didactic lectures preceding this 
clinical experience, making prominent use of 
visual aids, can be devised to prepare the 
student to recognize the salient visual fea- 
tures—the “hallmarks,” not the “herrings” 
(red variety) of the common dermatoses of 
the family group. 
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Whether it be visual recognition, patho- 
genesis, or the therapy of a common der- 
matosis, it is the teacher’s responsibility to 
instruct the student in the methods of sift- 
ing facts from opinions, demonstrating the 
difference between ageless, immutable truth 
of fact and the evanescent diversity of 
opinion. This will enable the student to find 
his way through the obstacles of textbook 
clutter and to withstand the advertising pres- 
sures of the drug trade. Once the visual 
facts are recognized, their diagnostic sig- 
nificance readily becomes apparent, and 
rational therapy based upon the facts of 
pathogenesis becomes the logical goal in the 
care of the dermatosis. 


Textbook Bric-a-Brac 


For the student, the textbook of der- 
matology should be the foundation of prac- 
tical factual data upon which the super- 
structure of personal, clinical, and visual 
experience, diagncstic acumen, and thera- 
peutic wisdom is built. Clinics and lectures 
in dermatology are but fleeting moments in 
the years of undergraduate instruction, 
whereas the textbook is continuously avail- 
able for reference and study. 

How helpful are the standard textbooks 
in dermatology in preparing the student to 
treat the common dermatoses of the family 
group? Acne vulgaris, the subject of a re- 
cent report ° of the Council of Cosmetics 
of the American Medical Association and 
of an associated editorial,!® serves as a good 
example of the bewilderment and confusion 
that textbook “bric-a-brac” and clutter can 
create for the student. There is much evi- 
dence in textbooks of an almost hopeless 
straining to close the gap between the few 
facts (not the welter of unproved opinion) 
of pathogenesis and their therapeutic ap- 
plication. The preparation of a comparative 
list of all the etiological factors and of all 
the therapeutic items mentioned in the pages 
devoted to the subject of acne vulgaris in 
most textbooks of dermatology will demon- 
strate the situation that confronts the stu- 
dent who, surfeited with encyclopedic detail 
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in the clinical subjects, must at times feel 
a sense of liverishness not unlike the gorged 
goose being prepared for paté de foie gras. 
A close, critical, scientific analysis of these 
comparative lists is rather a disquieting ex- 
perience for a teacher. For example, has 
it really been established beyond a scientific 
doubt that diet and constipation are of such 
etiological imporiance in acne vulgaris that 
they must receive the emphasis they often 
do, thereby committing through the family 
physician countless adolescents to dietary 
bondage and fixation interest in elimination? 
The student who reads that petroleum prod- 
ucts can aggravate acne cannot understand 
why formulae containing petrolatum are 
recommended. 

Descartes, the French philosopher of the 
seventeenth century, who has had a tre- 
mendous influence upon science, commenting 
upon a situation not unlike that exemplified 
by acne vulgaris stated, “When I considered 
the conflicting opinions touching on a single 
matter, that may be held by learned men 
while there can be but one true I reckoned 
as false all that was only probable.” Wield- 
ing the pruning knife of the Descartes rule 
may be somewhat drastic for textbooks, but 
even its moderate use would do much to 
reduce student confusion and improve the 
care of commen family dermatoses by gen- 
eral practitioners. 

There is a great need for a dermatological 
primer of carefully planned brevity contain- 
ing the factual elements of the pathogenesis 
and therapy of 50 to 60 of the commonest 
and commoner dermatoses. The exigencies 
of war produced the “Manual of Derma- 
tology,”!" now unfortunately out of print. 
The Manual was a fine example of the type 
of student introduction to dermatology 
which steers a practical course between the 
rocky Scylla of therapeutic nihilism and the 
swirling Charybdis of therapeutic purism. 
If only the authors could reconvene to pro- 
vide a “cold war” manual on “The Common 
Dermatoses of the Family Group,” what a 
boon it would be to harassed medical stu- 
dents, and this altogether aside from the 
mounting cost of voluminous textbooks 
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which is a real deterrent to their purchase 
and use. Last year 50% of the medical stu- 
dents at the University of British Columbia 
required financial aid from University 
funds. 


Commercial Advertising Pressures 


The practice of dermatology as a specialty 
or on a general practitioner basis, in keep- 
ing with medicine generally, is a scientific 
discipline clothed in the warm garb of 
humanism, solicitude, and compassion, and, 
unless undergraduate teaching gives the 
family physician a sense of assurance in the 
management of the common dermatoses, he 
quickly is overcome by “the aggression of 
advertising in the mails” and looks to the 
“detail” man, the modern mendicant post- 
graduate teacher of dermatology, for thera- 
peutic direction. Commercialized interest in 
dermatological therapy steps in to fill the gap 
left by inadequate undergraduate instruc- 
tion. This influence on practice has its roots 
partly in the quid pro quo of the not-too- 
edifying spectacle of the medical profession, 
one of the best remunerated of all the pro- 
fessions, passing the hat to the drug houses 
for alms to assist in financing medical meet- 
ings, medical journals, medical dinners, and 
other medical projects and affairs too num- 
erous to mention. The unhappy derma- 
tological implications of accepting these 
donations and contributions from the drug 
trade are fairly self-evident. The student 
taught on an Oslerian basis, when he be- 
comes a family physician, will easily find 
himself above having his intelligence in- 
sulted by the almost moronic gadgets and 
devices used to entice him with the finesse 
of a sledge hammer into using the “latest.” 
If, in doubt, he can play safe on behalf of 
his trusting patients and stay at least “two 
years behind the times.” 

The drug trade has made outstanding con- 
tributions to humanity. It cannot be denied, 
however, that part of this business has 
shamefully exploited much basic scientific 
and clinical medical research. The student 
should be taught when in family practice to 
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turn for guidance on recent advances not 
to the counseis of the drug trade but to the 
Councils of the American Medical Asso- 
ciation whose restrained pronouncements are 
often in such sharp contrast to many of 
the cleverly written advertising brochures, 
which have a veneer of plausibility with not 
too much underlying truth. He should look 
for help toward his local university medical 
faculty and to the teaching centers of grad- 
uate dermatology which have at their dis- 
posal the intellectual, technical, and financial 
resources necessary to -sift for him the 
wheat from the dermatological chaff—the 
truth from the half-truth or the false, the 
facts from mere opinion. The student whose 
dermatological ideas are not fixed will recog- 
nize that events are always changing and 
usually have many sides. In his maturity of 
mind he will have no difficulty in adjusting 
to this uncertainty if his training has been 
adequate. 


Summary 


The establishment of a Faculty of Med- 
icine at the University of British Columbia 
called for a critical assessment of the ob- 
jectives of the program for teaching under- 
graduate dermatology and required a “blue- 
print” of the best means of attaining these. 

Provision of good dermatological care by 
the general practitioner for the family group 
in the community was considered to be the 
primary purpose of the program, and there- 
fore the first essential of the University 
teaching has been to provide the family phy- 
sician with the knowledge necessary for him 
to manage with skill and economy the com- 
mon dermatoses of the family group—an 
objective with an apparent illusion of re- 
strictiveness which, however, has a broad 
foundation based upon integration through- 
out the entire period of undergraduate in- 
struction with all the scientific, clinical, and 
humanitarian influences that constitute the 
“whole” of the undergraduate experience. 

The term “confusion” in general best 
describes the present management of derma- 
toses at the family level. This unfortunate 
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state is the product of a number of factors, 
some controllable locally at the undergrad- 
uate level and others requiring a broader 
corrective approach. Among these factors 
the following play a prominent role: The 
casual selection of teachers, a lack of the 
use of the effective modern methods of 
pedagogy, the “curricular astigmatic” in- 
fluence of specialized dermatological interest, 
the cluttered maze of nomenclature, text- 
book “‘bric-a-brac,” and commercialized ad- 
vertising pressures. 

A blueprint of fundamental considerations 
is presented for the development of teach- 
ing undergraduate dermatology, based upon 
the family-general practitioner unit of med- 
ical care which incorporates in its design the 
lineaments of the following primary fea- 
tures: the community incidence of common 
family dermatoses, Osler’s ‘“observation- 
analysis-good methods” approach, the Des- 
cartes rule for textbook assessment, clinical 
correlation with the basic sciences, and clin- 
ical association with the other specialty fields 
of medicine and surgery. It is anticipated 
that the implementation of this teaching 
“blueprint” will reduce the present high in- 
cidence of “dermatitis confusiformis” in 
British Columbia. 

It is suggested that the American Der- 
matological Association, having made a 
monumental contribution in the past eighty 
years toward the establishment of standards 
of the highest quality in the specialized field 
of dermatological practice, and having re- 
viewed the problem of undergraduate in- 
struction in dermatology,’* might now 
consider the wisdom and feasibility of di- 
recting its energies toward the specific task 
of improving the standards and quality of 
dermatological care provided by the general 
practitioner for the family group. 

University of British Columbia. 


ABSTRACT OF DISCUSSION 


Dr. AntHONY C. Crpottaro, New York: It is 
a privilege to open the discussion of this paper 
by Dr. Williams on the teaching of undergraduate 
dermatology. The author is to be congratulated 
on his fine presentation. The paper is lengthy, 
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philosophical, and general. I would hardly call 
it a “blueprint,” because I would find it extremely 
difficult to build a curriculum based on such broad, 
general precepts. 

I find that schedule making is detailed and re- 
quires transposition of broad, philosophical ‘con- 
cepts into the pinpoint details of hours, places, 
whether the teaching should be in the clinic or 
in the lecture hall, position, that is, in relation to 
teaching, whether it should be in preclinical years 
or clinical years, and the methods of teaching. 

He elaborated on the pedagogy of dermatolo- 
gists. I am sure that Dr. Williams has such a 
schedule worked out, but he has not presented it. 
Methods of teaching medicine at the undergraduate 
level have been undergoing tremendous changes 
in the medical *chools of the United States in the 
past year, ana, at the present time, confusion 
exists in some medical schools. Unfortunately, 
the clinician is* being replaced by inexperienced 
theorists in many departments, thus denying the 
student the vast experience of the practical volun- 
tary clinical teacher, who prefers to teach with 
living cases rather than with a slide rule, charts, 
and diagrams. 

We even have the deplorable situation where 
dermatology in some medical schools is an elec- 
tive subject, which was made elective because the 
program makers did not consider dermatology 
sufficiently important to include it in the regular 
schedule. Under this system, very few select 
dermatology and those who do, study it haphaz- 
ardly because they are imbued with the idea of its 
unimportance. This can only lead to the making 
of a general practitioner who. is only. bewildered 
each. time he encounters a dermatological cacs, 
and this is quite often, as was pointed out by the 
essayist and as I pointed out in my chairman’s 
address before the Section.on Dermatology of the 
American Medical Association in 1949. 

At that time, I stated that diseases of the skin 
represent approximately 15% of the total daily 
practice of the general physician. That informa- 
tion was also arrived at by Drs. Livingood, Sulz- 
berger, and Pillsbury. 

Dr. Williams probably accentuates the import- 
ance of the place of the family physician in the 
family, in the community, and, indeed, in the com- 
plex structure of medicine as-a whole, with its 
component specialties. The recent graduate of a 
Arst-class medical school is saturated with medical 
knowledge. Can he absorb enough to be an effi- 
cient practitioner of several specialties? Obviously 
aot. But he can be trained, as Dr. Williams says, 
“to manage with skill and economy the common 
dermatoses of the family group.” 

Dr. Williams also points out that the family 
doctor is confused when he encounters a patient 
with a skin affliction. He is just as confused when 
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he encounters a urological or a gastrointestinal 
problem. Some medical educators have the er- 
roneous idea that a general practitioner can be 
taught to be a multiple specialist. 

Selecting a teacher is simple. The man who 
passes on his experience to others is the best 
teacher. Osler emphasized bedside teaching. As 
far as dermatology is concerned, there is no better 
way of teaching dermatology to medical students 
than in the clinic. 

Finally, Dr. Williams emphasized the commer- 
cial interest of dermatologic therapy. I am so 
happy that this point was particularly emphasized 
by Dr. Williams. This should be condemned, that 
is, the practice of commercializing dermatologic 
therapy, and dermatologists should offer more 
resistance to the encroachment of competing 
pharmaceutical houses. I agree wholeheartedly 
with the statement that the drug trade has shame- 
fully exploited much basic scientific and clinical 
medical research. 

Dr. ArtHUR C. Curtis, Ann Arbor, Mich.: 
Medical education has progressed so greatly that 
it is now almost impossible for the fundamental 
scientist to complete more than a cursory survey 
of his field in the time allotted to him. When, 
then, may the student gain such knowledge? In 
many schools today, correlation courses are given 
by each clinical department to the first- and 
second-year students. Perhaps, dermatology may 
have only two or three hours a year, but in those 
two or three hours such subjects can at least be 
begun. 

Physical diagnosis is taught in most medical 
schools throughout the entire second year. For 
the first time, its students are seeing patients and 
learning about disease. No more interested and 
enthusiastic group of students is ever seen. Should 
not the dermatologist teach the part of physical 
diagnosis dealing with the primary and secondary 
lesions of the skin, as well as the characteristics 
and distribution of some of the common derma- 
toses? We do, and much to our surprise have been 
asked to take more hours, as time has elapsed. 

In a survey of 31 leading medical schools, 27 
had from 8 to 60 hours assigned to required 
junior dermatologic teaching. If this course, then, 
is followed by a fourth-year course, as it is in 
each instance, the pathological physiology of der- 
matologic disease can be given during the third 
year, and an excellent basis laid for the fourth- 
year clinical teaching. These are hard subjects 
to teach, and often the clinician would utterly fail 
if he attempted them. 

In the larger departments, with men who have 
special interests or training in such fields, this 
type of teaching may be successful. In our ex- 
perience, it has been good only where the teacher 
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is trained in fundamental fields and is also a 
clinician. 

In many medical schools, there is no specific 
course in clinical mycology. With the exception 
of the dermatologists, there is seldom anyone 
qualified to teach it. Several years ago, with the 
consent of the curriculum committee, we intro- 
duced a course on the deep mycoses. The next 
year both superficial and deep mycoses were given. 
It proved popular enough to become a regularly 
scheduled course, and later we were asked to give 
a course to the medical staff, since their boards 
now require a knowledge of mycology. 

The fourth-year clinical teaching of dermatology 
is done well whenever and wherever there are 
assigned hours to do so. To teach dermatology on 
an internal medical service is difficult unless the 
dermatologist has autonomy for the care and ad- 
mission of both in- and out-patients. The Amer- 
ican Board of Dermatology, Inc., with its power 
to approve and regulate teaching and training 
services may well become a greater and more im- 
portant factor in improving dermatologic services, 
especially those which are also training services 
for dermatologists. 

Medical schools are undergoing studies and 
changes, especially in so far as their curricula are 
concerned. There is also a better appreciation of 
the importance of dermatology by many of the 
deans of medical schools. Some of this can be 
attributed to the. importance dermatology earned 
for itself during the last war. Some must also 
be attributed to the interest of those in the gen- 
eral-practice programs, who insist that they have 
two or three months on the dermatological serv- 
ice—a demand which arises from the knowledge 
of the importance of this specialty to the general 
practitioner. (It is interesting that of 31 schools 
surveyed, 13 of them, at the present time, give a 
total of 514 hours to the general practice group.) 

Last, but by no means least is the interest-an 
fundamental research that is increasingly evident 
in the many dermatologic training centers. The 
establishment of a number of long-term grants- 
in-aid by the National Research Council, the Na- 
tional Advisory Health Council of the National 
Institutes of Health, and the Armed Forces Epi- 
demiological Board will help expand dermatologic 
research tremendously. 

Dr. Hersert S. Aupen, Atlanta: I am particu- 
larly stimulated by the philosophical approach of 
Dr. Williams, because I think philosophy quite 
important to the medical student. He must have 
a broad feeling for dermatology, within the sco 
of great medicine. 

I should like to ask Dr. Williams specifically 
what methods did they use,. or might have in 
mind to use, in Vancouver to teach teachers how 
to teach students? 
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Dr. Joun G. Downrnc, Boston: I enjoyed the 
humor and philosophy of Dr. Williams’ paper. 
For years I have listened to reports on the teach- 
ing of the undergraduate. I remember a beautiful 
paper, published by the professor of dermatology 
of a medical school, on how to teach under- 
graduate and postgraduate students. At the same 
time I knew that the teaching at that medical 
school was pathetic. 

We talk, but fail to act. Nine-tenths of this 
trouble is due to the men who are in charge of 
the departments. When one takes charge of a 
department he should plan to have either one of 
his own men, or a man whom he has interested 
in dermatology, give lectures on the anatomy of 
the skin to the first-year students, and its physiol- 
ogy and biochemistry to the second-year students. 
Then, if there is a premedical school that supplies 
the school with a large percentage of the students, 
visit there and stimulate early interest in mycology 
and bacteriology of the skin. 

Dr. Harry M. Rostnson Jr., Baltimore: I 
suppose I am very fortunate because I inherited 
a good, active, and popular department. Dr. Ellis 
and I have a teaching program which is apparently 
very popular with the students, and dermatology 
at the University of Maryland is a_ required 
course. 5 

During the first year, in the course on “Intro- 
duction to Medicine,” we give a two-hour lecture 
on the relationship of cutaneous lesions to systemic 
disease, and during the second year we give lec- 
tures in physiology and also in histology. 

We have practically discarded the use of visual 
aids in the third and fourth years. We concentrate 
on clinical teaching, stressing morphology, demon- 
strating primary and secondary le8ions, thereby 
attempting to’ make students see things as we do. 
We teach them to use their powers of observation 
so that they will become adept at the detective 
work that we must do in dermatology. 

We have done away with lectures almost en- 
tirely. In the third and fourth years we give the 
students a list of the commoner dermatoses, and 
then quiz them on the assigned reading. Our 
course has been successful, and we have volunteer 
students during the summer months who come to 
learn more dermatology. 

As Dr. Downing pointed out, we must cooperate 
with the surgical and medical departments, and 
when called in consultation on their services, 
should call residents and interns to demonstrate 
the cases to them. If we do more spade work 
ourselves, we shall not go down in distress as far 
as the teaching of dermatology is concerned. 

Dr. Leon GotpMan, Cincinnati: I should like 
to reecho Dr. Cipollaro’s request for more spe- 
cific detail, because I assure Dr. Williams that 
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these turbulent winds also blow in’ the Death 
Valley of Ohio. 

The integration feature is important, as was 
mentioned by Dr. Curtis. Doesn’t Dr. Williams 
think that integration with other departments is 
also an important part of the teaching program? 

With regard to pedagogy, we have become very 
disgruntled because we think you can make a 
dermatologist out of almost anything, but a good 
teacher is only born. How does one determine 
who is to be continued as a teacher of derma- 
tology? It is not an easy job, because men like to 
see their names in the catalogue of the faculty 
and they prefer to lecture to medical students 
rather than to try to lecture to cynical residents. 
That is why it is a great problem to attempt to 
select and keep on men as teachers without offend- 
ing those who simply give their time to teach- 
ing. 

With regard to terminology, this is a very 
serious defect of both undergraduate and _ post- 
graduate teaching. We used to have a service on 
dermatology with medical house men rotating 
through our dermatology service at the hospital, 
and these house doctors stopped coming. One of 
the many reasons was that they were bored and 
upset by the continual haggling about terminologic 
verbosity. Isn’t it easier to try to train the stu- 
dents te analyze the development of the eruption 
rather than to hold him to any specific confusing 
name? 

I certainly would agree with Dr. Downing that 
you can get more in the preclinical phases if you 
are willing to go out and work for it at. faculty 
meetings. If you are willing to show that you 
can provide for adequate undergraduate teaching, 
you can do it from the freshman year up for gross 
anatomy of living skin, and for the sophomores 
in physical diagnosis at the bedside of your strip- 
ped patient. 

The small and personal type of group lectures 
are important now. That increases the work of 
your faculty, because for small group lectures 
at our college, for example, junior dermatology 
has to be repeated four times a year. This is a 
heavy burden for our faculty who are only pro- 
fessors for a day. 

Dr. Donato M. Pittssury, Philadelphia: I 
have very few comments. Nomenclature is cer- 
tainly a real problem. When we give students 
numerous complicated names of diseases, with no 
physiological background for the diseases in ques- 
tion, the students can hardly help but be dis- 
gusted, in many instances. There are many areas 
where simplification and more orderliness might 
be achieved. I think it is important to recognize 
the essential basic patternings of various skin dis- 
eases; variants of the basic pattern are too often 
qualified in ways which are far too complicated, 
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and which do not indicate the essential identity of 
all variants of the syndrome. In writing a textbook 
recently, Shelley, Kligman, and I did a lot of 
soul searching on this topic. We managed to dis- 
card about a third of the old terms, without, I 
believe, any real loss. 

Dr. Alden discussed autonomy of dermatology 
departments. I have observed many departments 
that were autonomous and others that were not. 
Both.systems work well in some places; and badly 
in other places. I think that if a department of 
dermatology is autonomous and has no basic bud- 
getary support whatever, it is really in a bad way. 
If it has a sympathetic professor of medicine, who 
is determined to raise the status of dermatology, 
as a Section of Medicine, it is in a much better 
position. Professors of medicine vary a great 
deal in their breadth of vision, however. 

Comment has been made on morphologic diag- 
nosis of skin lesions. Along with other centers, 
we have been engaged in promoting investigative 
work, and in broadening the range of dermatology, 
particularly in relation to internal medicine. I 
have been a little amazed, however, by the com- 
monly encountered feeling that a physician can- 
not look at the skin and make a diagnosis in 
many diseases. Certain morphological patterns 
are just as characteristic to the trained clinician, 
in many instances, as a typical cytologic pattern 
to a pathologist. Too frequently it is insisted that 
one must see something through a proctoscope, 
otoscope, Or a gastroscope, or carry out a great 
many laboratory studies, before credence is placed 
in the diagnosis. This is a serious misconception. 
There is nothing more stimulating to the student 
than to observe a really accomplished, broadly 
trained dermatologist look at a patient, analyze 
the problem, make an accurate diagnosis, and be 
able to discuss the systemic implications that may 
be present in connection with some diseases. 

As to didactic lectures, they are certainly on 
their way out, but I think that a few orienting 
lectures are worth while, provided they are given 
vividly. However, the teaching on the patient 
himself, and some demonstrations of everyday 
physiological phenomena, are much more valuable, 
though they are time-consuming and require con- 
siderable planning. 

Dr. Donatp H. WittaMs, Vancouver, B. C., 
Canada: I should emphasize that the presenta- 
tion is a blueprint of basic considerations and not 
a blueprint of the intimate details and mechanics 
of the program as it is developing. The term 
“blueprint” is perhaps misleading if not taken in 
this context. I hope, if it is the will of the As- 
sociation, to have the privilege of presenting on 
another occasion, a blueprint of the working me- 
chanics involved in putting the basic considera- 
tions into teaching action. 
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The question has been raised concerning teach- 
ers and qualifications. This key matter is dealt 
with at considerable length in the full paper, only 
a summary of which has been presented today. 
The senior dermatologist who is responsible for 
the program and sees its full implications should 
give a great deal of himself to the students and 
make certain that the impress of good dermato- 
logical teaching is left indelibly upon the students. 

In British Columbia we have been teaching in 
modified Army huts and in borrowed lecture rooms 
and theaters. Our clinical sciences building is 
now under construction. The new basic sciences 
accomodation is still in the blueprint stage. When 
clinical teaching began, dermatology “was allotted 
14 hours. In 1956-1957, 30-hours is likely to be 
available. 

In connection with Dr. Downing’s comments re- 
garding integration, I agree entirely, that it can 
be worked out best on a personal basis with the 
teachers in the basic and in clinical science. My 
own experience in this regard has been a most 
pleasant one. 
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Dermatoses in Patients Receiving Chemotherapy 


for Systemic Tuberculosis 


S. WILLIAM BECKER, M.S., M.D., and STANLEY H. MOUNCE, M.D., Long Beach, Calif. 


Of the two most important drugs used in 
the systemic therapy of tuberculosis, strep- 
tomycin has been reported to have caused 
dermatoses more frequently than nervous 
disorders, while administration of isonico- 
tinic acid hydrazide (isoniazid) has been 
prone to result in more nervous disorders 
than dermatoses. 

Three types of cutaneous reaction to 
streptomycin were reported by Combes and 
associates?: (a) early polymorphous bio- 
tropic type of exanthem appearing before 
the 10th day, which responds to antihista- 
minics and does not require cessation of 
therapy; (b) exfoliative dermatitis after 
many weeks of treatment, necessitating its 
cessation, and (c) troublesome contact der- 
matitis of high incidence, especially in 
nurses continually in contact with the drug 
over long periods, necessitating either wear- 
ing of rubber gloves, frequent rotation of 
nurses, or removal from further contact. 
In the following year, Craps? listed the 
dermatoses resulting from streptomycin 
therapy: simple pruritus; erythema, more 
or less rapidly extending; urticaria (occa- 
sionally bullous) ; papules; exfoliative der- 
erythema nodosum; purpura; 
conjunctivitis; eczematoid dermatitis; vul- 
vitis; and, exceptionally, recurrent herpes 
simplex. 

The designation “eczematoid dermatitis” 
evidently means allergic contact dermatitis, 
which was described in rapid succession as 
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a complication in nurses by Strauss and 
Warring,** the Streptomycin Committee of 
the Veterans Administration Central Office, 
Washington, D. C.,5 and Canizares and 
Shatin * from the Bronx Veterans Admin- 
istration Hospital. Its highest incidence in 
nurses occurred when powdered strepto- 
mycin was handled. A change to solutions, 
plus protective measures, such as wearing 
of gloves and masks has reduced its fre- 
quency. According to Berke and Ober- 
mayer,’ streptomycin studies were begun 
in our “institution in January, 1947, after 
which time contact eczematous sensitization ° 
was. observed with increasing frequency 
among the nurses who administered the 
drug until, in September, 1947, wearing 
of rubber gloves when handling the drug 
was made mandatory. Procaine hydrochlo- 
ride was frequently used to relieve the pain 
of intramuscular injections of streptomycin. 
Of 51 nurses studied by patch test, 20 
(39%) were allergic to streptomycin, 20 
(39%) to procaine hydrochloride, 13 
(25%) to penicillin, and 2 (4%) to tyro- 
thrycin. Thirteen of this group had a 
history of previous eczematous dermatitis. 
Mitchell * reported that 21 of 101 personnel 
developed epidermal allergic dermatitis to 
streptomycin. He stated that the same der- 
matosis had developed in some persons in 
contact with the dried purified powder dur- 
ing manufacture, but not in those engaged 
in the fermentation process. Other derma- 
toses that have been reported from strepto- 
mycin are histamine-like flushing, thought 
to be due to impurities in the early batches,® 
pemphigus-like eruptions,’ and pellagra.? 

The various dermatoses associated with 
ingestion of isoniazid have been jaundice, 


333 








urticaria, toxic dermatitis, generalized ery- 
throderma, purpura, acneform eruptions, 
herpes zoster, pellagra, atrophic striae, and 
allergic contact dermatitis. The last named 
was first reported by Jordan }* in a pharma- 
ceutical chemist, and later in a nurse by 
Minch.** 

It was noted in the dermatological section 
of our hospital that patients from the tuber- 
culosis service presented more of the neuro- 
dermatoses 1° than those on other services. 
Since this finding had not been reported 
previously, it was deemed worthy of investi- 
gation. Offhand, it would seem that en- 
forced rest carried out on the tuberculosis 
wards as an integral part of antitubercu- 
lous therapy would prevent or alleviate such 
functional eruptions, which beneficial effect 
could be counteracted by the mental struggle 
between remaining in the hospital for a long 
period (often years) to obtain maximum 
relief, and abandoning such a regimen for 
short-term satisfaction. 

In searching for a_ possible nervous- 
aggravating factor, evaluation of drugs used 
in therapy revealed that both streptomycin 
and isoniazid are neurotoxic (or neuro- 
allergenic). Streptomycin has initiated or 
aggravated psychosis,’*!7 disturbances of 
the acoustic nerve, reported early by Hin- 
shaw and Feldman 18 (the vestibular portion 
by streptomycin and the cochlear portion 
by dihydrostreptomycin), and disturbance 
of nerves to extraocular muscles, producing 
blurring of vision and nystagmus. 

Isoniazid has initiated or aggravated psy- 
chosis,!®??_ and epileptiform tendencies,”* 
headache, and an isolated example of optic 
atrophy.** Sympathetic system involve- 
ment 75 is reflected in headache, dizziness, 
sweating, drowsiness, insomnia, dryness of 
the mouth, constipation, nausea, vomiting, 
diarrhea, abdominal pain, and difficulty in 
urination. The chief complication is periph- 
eral neuritis,2® characterized by hyper- 
reflexia, hyperalgesias, burning feet, 
numbness, pain, and diminution of postural 
sensibility and appreciation of vibration. 
Biehl and Vilter 2’ observed no neuritis in 
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patients who were given pyridoxine during 
therapy. 

There has been some doubt cast on the 
causative effect of isoniazid in mental dis- 
ease by the work of Simon ?* at the Vet- 
erans Administration Hospital, Butler, Pa., 
where the Rorschach, Minnesota Multi- 
phasic Personality Inventory, Scale of Inner 
Maladjustments, Bell Adjustment Inven- 
tory, STDCR and GAMIN, Wechsler 
Memory Scale, and Digit Symbol test did 
not show deleterious effects from isoniazid 
therapy. A recent report by Zitrin and 
Thompson *® stated that isoniazid therapy 
did not show an increased incidence of 
psychosis in 79 tuberculous patients, 6 of 
whom had received iproniazid, considered 
to be a more toxic drug, as compared with 
77 tuberculous patients who had not received 
the drugs. 

However, the causative effect of isoniazid 
in the production of peripheral neuritis has 
been demonstrated by Pleasure *° and Biehl 
and Skavlem,?4 who showed that patients 
who had not developed reuritis on smaller 
doses, did so in 37% of instances when the 
daily dose was raised to 16 to 24 mg. per 
kilogram. According to Hook,*? electromy- 
elography showed typical peripheral nerve 
lesions. 

Shortly after our study was initiated, Dr. 
J. W. Wilson presented a man, aged 40, 
weighing 230 lb., at the joint meeting of 
the Metropolitan and Los Angeles Derma- 
tological Societies on April 26, 1955 (A. M. 
A. Arcu. Dermat. 73:300 [March] 1956), 
with the nummular eczema variety of exu-' 
dative neurodermatitis, whose case we are’ 
reporting with Dr. Wilson’s permission. 
The patient presented, on Feb. 4, 1955, 
multiple nodules with inflammatory centers, 
of varying duration, on the trunk and 
thighs. Intracutaneous test with first 
strength PPD gave a 4+ reaction, and diag- 
nosis was made of papulonecrotic tuberculid. 
Isoniazid was started on Feb. 19 in a daily 
dosage of 400 mg. in divided doses. On 
March 19 he developed generalized nummu- 
lar eczema. Therapy was discontinued on 
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March 28, but the eruption was more ex- 
tensive on April 2. It improved with re- 
serpin (Serpasil) medication, but became 
worse when reserpine was discontinued ; 
hence reserpine was resumed. After con- 
siderable improvement, isoniazid was given 
again. After six days of treatment, the 
eruption was aggravated, and the drug was 
permanently discontinued. On May 14 the 
eruption was improving. 


Material 


Diagnosis on 239 patients from the Tu- 
berculosis Section of Dr. LeRoy Hyde at 
the Long Beach Veterans Administration 
Hospital are given in the Table. The fol- 
lowing case reports are illustrative: 

Case 1—A man aged 58 was first seen on June 
21, 1955. He had received streptomycin, 1.0 gm. 
twice weekly by intramuscular injection, and 
isoniazid, 300 mg. ‘aily, for 12 weeks. Three 


weeks before observation, he had developed an: 


erythematous eruption on the forearms, which 
had gradually appeared on the arms, thighs, and 
legs. The involved regions burned and _ itched. 
Streptomycin and. isoniazid were discontinued, and 
the dermatitis receded under local treatment. On 
July 12 streptomycin was readministered in dose of 
1.0 gm., at which time the skin still burned slightly. 
On July 21 he developed stomatitis, with tingling 
of the skin. Hyposensitizing injections of strepto- 
mycin were given, according to the method of 
Cohen,“ who had used them successfully in treat- 
ing nurses with epidermal allergic reaction to the 
drug. Intramuscular injections of streptomycin 
were given every two days, in the following doses: 
1.0 mg., 2, 4, 5, 5, 10; 20, 50, 100, 200, 500, and 1.0 
gm. If there is reaction. the dose is reduced and in- 
creased more slowly. The maximum dose of 1.0 
gm. was reached on Sept. 6, and isoniazid was 
added. The patches of dermatitis became thicker 
and more extensive. Large plaques. on the extensor 
surfaces of the forearms (Fig. 1) and lateral 
surfaces of the legs (Fig. 2) were whitish with 
adherent scale. Biopsy showed chronic, nonspecific 
dermatitis. On Sept. 9, because of severer stoma- 
titis, streptomycin was permanently discontinued, 
after which the stomatitis became less severe, and 
gradually disappeared. Isoniazid was continued. 
In a few months, the dermatitis was practically 
healed, with mild residual thickening of the skin 
on the right leg. 

Case 2.—A man aged 55, a diabetic, developed 
disseminated lichenified plaques in January, 1955, 
at which time he was receiving elsewhere strepto- 
mycin, isoniazid, and sodium aminosalicylate 
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Dermatological Diagnoses 











Neurodermatitis, dry*........-..-..--.---.------------- 33 
Sehorrhale dermatitis sos 2-3 557-82 cesses 31 
Wpeiinnnin as ae i cin eae 28 
WOR So eG sy 3 eee 17 
Erythematous papular-toxic eruption_.................. 15 
Pumgous inlectinnie ce os se ces 17 
Neurodermatitis, exudative*_.........-...---..-.-.-.--- 12 
Acne and acneform eruptions._...__.......-..--------.- il 
BSA a NBR. 7firae oti sy Ay EO AP SPE EOD PO 9 
Eantertrige-—Ci Cine so oo oul eee yene 6 ea 
Psoriasis,* Pruritus*_.....-.....---- MERE ios SOE 5 ea 
Seborrheic keratosis, Sebaceous cyst, Verruca vulgaris.. 3 ea 
Pruritus ani,* Alopecia areata,* Pruritus scroti, Senile 
genitalis, sae soite = Cavan eo ¥ 2ea 
Traumatic ‘bu ec pubis, Hyperidrosis- 
ogee carcinoma, "Prekie eoliet carcino- 
ymphosarcoma with ulcer, Sebaceous Adenoma, 
Fain Bole of yasma’ Radiodermatitis, Porphyria, 
Hidradenitis, Keratolysis exfoliativa........-.-..-.- lea 
POU, sipcsccutaskunias US KUcstonucutuesecclsasbase oun 239 





* Signifies neurodermatosis 


U. S. P. (para-aminosalicylate) for treatment of 
pulmonary tuberculosis. Lobectomy had been per- 
formed, with jaundice as a postoperative complica- 
tion. He presented dry, lichenified plaques, more 
pronounced on the back, lateral surfaces of the 
thighs and legs, and on the palms. Microscopic 
section showed subacute and chronic dermatitis. 
Diagnosis was made of disseminated neuroderma- 
titis. His gallbladder was removed, and, when he 
was seen several weeks later, the dermatitis had 
nearly healed. Eosinophilic leukocytes had been 
present in the blood in percentages of 3, 6, and 9 
on three examinations. 

Case 3.—A man aged 38 had had a vesicular 
eruption of the feet for 14 years, at first about 
three episodes yearly, with gradual increase in 
frequency and severity. In 1953 he was found 
to be allergic to penicillin. In March, 1955, a foot 
became infected, and his physician, because he was 
allergic to penicillin, gave him a course of strepto- 
mycin. In a few days, he developed a pronounced 
vesicular eruption of the hands and feet, with 
exudative plaques elsewhere. He was given corti- 
cotropin, which caused the eruption to disappear, 
but it recurred. He was first seen at the Long 
Beach Veterans Administration Hospital on April 
25, 1955, with more or less generalized exudative 
neurodermatitis. Eosinophils in the blood varied 
from 0 to 4%. The symptoms cleared under local 
treatment along with roentgen therapy. His ad- 
mission roentgenogram revealed pulmonary tuber- 
culosis, for which he was given dihydrostrepto- 
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Fig. 1 (Case 1).—Lichenified neurodermatitis of forearms. 


mycin, «1.0 gm. twice weekly and aminosalicylic 
‘ Se : ; _, acid U. S. P. (para-aminosalicylic acid, PAS), 
of te 2 (Case 1).—Lichenified neurodermatitis 12 gm. daily, in divided doses, which he tolerated 
: well for nine months. On Oct. 7, 1955, he de- 
i veloped a profuse vesicular eruption of the hands 
and feet, with exudative plaques on the dorsa of 
the feet (Fig. 3) and on the extensor surface of 
the elbows. Eosinophils varied from 2% to 4%. 
Medication was discontinued, and he left the 
hospital against medical advice. 

Case 4.—A Negro man aged 34 developed for 
the first time dermatitis between the middle and 
ring fingers of the right hand, in July, 1955, while 
receiving streptomycin, 1.0 gm. twice weekly and 
aminosalicylate, 12 gm. daily in divided doses. He 
went home on July 10, discontinued his treatment, 
and the eruption cleared. He returned to the hos- 
pital and resumed the same treatment on Nov. 7. 
On Nov. 21 an identical eruption appeared in the 
same location. Diagnosis was made of dyshidrotic 
neurodermatitis. On Jan. 10, 1956, aminosalicylate 
was replaced by isoniazid. On Jan. 26 intra- 
cutaneous injection of 0.02 ml. of 1:1000 strepto- 
mycin produced an immediate 2+ to 3+ reaction. 
On Feb. 23 patch tests to dried filter papers 
which had been saturated with 1% and 10% 
streptomycin, respectively, were negative. In spite 
of local treatment, on March 28 the eruption had 
spread to the adjacent palm. He also developed a 
furuncle on the nape. 
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Fig. 3 (Case 3).—Exudative plaque from foot. Microscopic vesicle. Hematoxylin and 


eosin stain. 


Case 5.—A man aged 44, received streptomycin 
and isoniazid for 11 months, after which he de- 
veloped alopecia areata of the beard, occiput, and 
other parts of the scalp. He is now receiving 
isoniazid only, and the hair has returned, with 
the exception of that on the occiput and nape. 


Skin Testing 


Our patients were not tested routinely. 
However, we made patch tests on a few 
patients with squares of filter paper which 
had been saturated with a 1% solution, ac- 
cording to Simon,** and a 10% solution of 
streptomycin, and dried. All tests were 
negative. Intradermal tests were carried out 
on a few patients as follows: Initial test 
was made with 0.02 ml. of a 1:1000 solu- 
tion. If negative after 15 minutes, 1:100 
dilution was used, and, if this was negative 
after 15 minutes, 1:10 dilution was used. 
Results were reported in Case 4. We did 
not perform cutaneous tests with isoniazid. 
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The dilutions for patch tests varied for 
different workers. Strauss and Warring * 
used dilutions from 1:5 to 1:1000 strepto- 
mycin for patch testing nurses with epi- 
dermal allergy to the drug. All showed at 
least a 1+ reaction to 1:100 dilution. Cani- 
zares and Shatin® used 1:10 solution for 
patch testing; Wilkinson **® used 1:1000, 
with all negative results; Russell*® used 
dilutions from 1:100 to 1:1000; Mitchell ® 
used cotton pledgets soaked in a 1% solu- 
tion; while Simon ** soaked filter paper in 
a 1% solution, permitted it to dry, and used 
the dry paper for patch testing. 

Intracutaneous testing with streptomycin 
was carried out by Wilkinson * in a dilution 
of 1:4; Rosen *®? used 0.05 ml. of a 1:8 
solution, and the patient developed anaphyl- 
actoid reaction and collapsed, but recovered ; 
Rauchwerger and associates #8 used a 1:800 
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solution, and Crofton ®® used a 1:2000 solu- 
tion, 

In patch testing to isoniazid, Jordan ™* 
applied a full-strength tablet and obtained 
a 4+ vesicular reaction in 48 hours. 
Miinch '* obtained a positive reaction from 
a 5% solution. Réckl and Sixt *® used a 
2% solution, and O’Doherty *! used a con- 
centrated solution. 

One of Minch’s * patients with epider- 
mal allergy had a negative patch test but 
developed a strongly positive reaction after 
intracutaneous. injection of 1.0 mg. of 
isoniazid, 


Passive Transfer Tests 


Mitchell § reported negative passive trans- 
fer with serum from five patients with epi- 
dermal reaction to streptomycin, with 
subsequent patch tests of the recipients. 
Keller ** reported negative Prausnitz-Kist- 
ner reaction in a patient with erythroderma, 
and 15,000 leukocytes, 37% of which were 
eosinophilic. Brenn and Réckl ** reported 
positive reversed Prausnitz-Kistner reac- 
tion to serum from a patient with urticaria 
from isoniazid, with positive cutaneous re- 
action to the drug. 


Eosinophilia 


Eosinophilia is one of the components of 
an allergic reaction, although its presence 
does not always prove the allergic nature 
of an accompanying disorder. - In persons 
with histories of allergic asthma, eosino- 
philia 1s more apt to occur in a reaction 
from a drug. Keefer and associates ** re- 
ported 10% eosinophilia in patients with 
sensitization dermatitis from streptomycin. 
Howlett and O’Connor,*® in discussing 
streptomycin, stated that acute eruptions are 
associated with decrease in eosinophils, 
while chronic eruptions show increased 
percentage of the cells. Mullin and asso- 
ciates *® found no eosinophilia in a patient 
with urticaria; hence he questioned whether 
it could have been caused by isoniazid which 
the patient was taking. Keller 4? reported 
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15,000 leukocytes. with 37% eosinophils in 
erythroderma from streptomycin and isoni- 
azid. Rauchwerger and associates ** re- 
ported 19% in nurses with epidermal allergy 
to streptomycin, which condition is consid- 
ered by all as allergic. Jeffery and Mac- 
Donald #7 reported 44,000 leukocytes with 
19% eosinophilia in a patient with exfolia- 
tive dermatitis, which was aggravated by 
either streptomycin or PAS when given 
alone. Watanuki and Furuta?® reported 
15% eosinophilia in a patient with a pem- 
phigoid eruption. Julian,** on the other 
hand, reported no eosinophilia in a patient 
with drug fever and morbiliform rash from 
streptomycin and PAS. 

Livingston and Street *® reported 24,000 
leukocytes with 30% eosinophils in a patient 
with generalized dermatitis from PAS. 
Bauer ™ reported leukocytosis of 44,300 and 
43,300, respectively, in two girls, aged 11 
and 13 years, with 14% eosinophils in both, 
with dermatitis from PAS. Koenig *™ re- 
ported, as high as 42% eosinophils in a 
known reactor who was given PAS by 
mistake. 

During our study, no reactions were ob- 
served that could be definitely attributed 
to PAS, such as have been reported by 
Kierland and Carr,5* Warring’ and How- 
lett,5 Shatin and associates,** Bulley,™ 
Cuthbert,®® Horne,®? Korst,5* Kniest *® and 
many others. 

The eruptions are more apt to be of the 
allergic drug eruption variety than those 
from streptomycin or isoniazid, and, as just 
stated, eosinophilia is more prominent. The 
dermatoses are less frequent than from 
sulfonamides, which also have a para-amino 
group on a benzene ring. 


Comment 


Some patients had had the same derma- 
toses previously, while in others the out- 
break was initial. The length of time of 
administration of the drugs prior to ap- 
pearance of the dermatosis varied from a 
few days to several months, At times, a 
history of associated allergic disease was 
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elicited in the patient and/or his family. 
One patient and his mother had had hay 
fever; the patient developed exudative neu- 
rodermatitis under treatment. Aggravation 
of a neurodermatosis by administration of 
a drug was emphasized by Goldman, who 
reported initiation or aggravation of dys- 
hidrosis (pompholyx) by administration 
of methacoline (acetyl-@-methylcholine, 
Mecholyl), by injection of first 5 mg. and 
later 25 mg. This drug, related to acetyl- 
choline, is known to act on the sympathetic 
nervous system. Perusal of the various 
dermatoses caused by drugs 1° does not re- 
veal any of the neurodermatosis-like erup- 
tions, with the exception of urticaria, which 
may be either functional or allergic. Of the 
two antituberculous drugs, streptomycin and 
isoniazid, the latter is especially mentioned 
for its effect on the sympathetic as well as 
other parts of the nervous system. Both 
drugs are considered to be neurotoxic or 
neuroaillergenic. The appearance of dyshi- 
drosis as a result of presumed allergy to 
foods as well as appearance during therapy 
by streptomycin and/or isoniazid could con- 
ceivably result from an allergic reaction 
with the nervous system as the shock organ. 


The Problem of Functional Disease 


Many differences of opinion exist relative 
to diseases for which no organic cause can 
be found. The most prominent tendency is 
to include them in the realm of “psychoso- 
matic” disorders, which concept is accepted 
by many psychiatrists and many other phy- 
sicians. Reliable experimental evidence has 
been presented for the causation of peptic 
ulcer by French and associates ®' in the 
form of electrical stimulation of certain 
areas of the hypothalamus in monkeys, with 
subsequent formation of peptic ulcer. One 
of us (S. W.B.) has championed the con- 
cept of “neurosomatic” (overactive, over- 
Sensitive nervous system with insufficient 
sense of fatigue) rather than psychosomatic, 
and believes that the allegedly causative psy- 
choneurosis may also have resulted from 
exhaustion brought on by overactivity of 
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a high-powered nervous system and _ lack 
of physical and mental relaxation. Its pres- 
ence introduces a vicious cycle comparable 
to the effect of itching in the “the more one 
itches, the less one rests; the less one rests, 
the more one itches, etc.” phenomenon. 
Breaking of such a cycle is important and 
valuable, but something else has preceded 
the itching and also the psychoneurosis. 
Obermayer ® has recently presented psychic 
factors in the neurodermatoses, which are 
of great importance, but do not seem to 
have the primary causative culpability which 
some believe. Our observations on strepto- 
mycin and isoniazid seem to strengthen the 
concept of neurosomatic disorders, because 
of initiation or aggravation of neuroderma- 
toses, presumably by their neurotoxic or 
neuroallergenic reaction. 


Summary 


Of 239 patients receiving streptomycin 
and/or isoniazid for treatment of tubercu- 
losis, 87 (32%) presented eruptions charac- 
teristic of the neurodermatoses. 

Association of administration of neuro- 
toxic (or neuroallergenic) drugs with ap- 
pearance of eruptions thought to be of 
neurogenic origin strengthens the hypothesis 
that such eruptions arise by a nervous 
mechanism. 

This fact, while strengthening the neuro- 
somatic (as opposed to the psychosomatic) 
concept, to which one of us (S. W. B.) has 
subscribed for years, seems to indicate that 
such eruptions can occur without psychic 
participation. 

A hyposensitizing course of injections 
of streptomycin failed in one patient. Sim- 
ilar reports by others suggests that an 
allergic mechanism of production of the 
eruptions could be hypothesized only by 
assuming that the nervous system is the 
shock organ, 

The eruptions healed rapidly (exudative 
type) or slowly (dry type) after cessation 
of treatment. Continuation of the drugs, 
often necessary, introduced therapeutic re- 
sistance on the part of the eruption. 
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Dermatoses produced by aminosalicylic 
acid (PAS) seem to be for the most part 
of an allergic nature. None of the neuro- 
dermatoses were seen to be caused by ami- 
nosalicylic acid. 


ABSTRACT OF DISCUSSION 


Dr. WERNER W. DvueEMLInG, San Diego, Calif. : 
This paper calls our attention not only to the 
variety of reactions, cutaneous and otherwise, that 
can be produced by _ streptomycin and/or 
isonicotinic acid hydrazine (isoniazid) but also 
demonstrates the difficulty of anticipating or prog- 
nosticating drug reactions. With the increasing 
number of reactions to antibiotics, more and more 
efforts have been made to try to correlate skin 
tests, both patch and intradermal, in an effort to 
weed out those cases which may react unfavorably. 
In general, these tests are of only limited value, 
and are by no means conclusive. Most workers 
agree that an anaphylactoid reaction to a_ skin 
test should preclude the therapeutic administration 
of the drug. Yet a negative test does not rule 
out the possibility of a severe reaction, especially 
of the delayed type. Many reactions which occur 
are of the vascular type giving urticarial, purpuric, 
and even polyarteritis-nodosa-like er..tions. Epi- 
dermal reactions may. be a poor gtmue. In the 
allergic contact type of a reaction a more reliable 
response may be anticipated. 

It has been well established that both strepto- 
mycin and isonicotinic acid hydrazide (isoniazid) 
may have some neurotropic or neurotoxic effect. 
The concept of Becker and Mounce that the der- 
matoses in question arise by a nervous mechanism 
to the exclusion of other possibilities is still de- 
batable. Because of the demonstrated toxicity of 
these drugs it may be necessary to shorten their 
period of administration if feasible. 

Dr. MAXIMILIAN E. OBERMAYER, Los Angeles: 
The thorough study of Becker and Mounce gives 
excellent information about the great variety and 
the peculiarities of dermatoses observed in patients 
receiving chemotherapy for systemic tuberculosis. 
The authors have clearly shown that some erup- 
tions of the miscellaneous group which many years 
ago was termed “the neurodermatoses” by Becker 
may be precipitated or reactivated by the admin- 
istrations of streptomycin and/or isoniazid. They 
have also pointed out that the dermatoses in 
question do not meet the accepted criteria for 
allergic drug eruptions. I am unable, however, 
to follow their line of reasoning when they claim 
that the fact that the dermatoses are produced by 
a neurotoxic drug strengthens the belief of a 
neurosomatic as opposed to a psychosomatic con- 
cept. By making this claim the authors imply that 
since these dermatoses are produced by a neuro- 
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toxic drug it follows that these same dermatoses 
when they occur from other yet unknown causes 
are produced by an identical, i. e., neural mecha- 
nism. I should find it difficult to accept such a 
far-reaching conclusion even if there were no 
doubt about the manner in which the neurotoxic 
drug affects the nervous system. As it is, however, 
the neurotoxic effect is most likely produced not 
by direct action on the nerve elements but in- 
directly by the vasoregulatory mechanism. This 
in turn brings the autonomous nervous system into 
play, the centers of which are known to be acces- 
sible to psychic influences—whether at the level 
of the hypothalamus (subcortical) or at the level 
of the cortex (chiefly orbitofrontal). Therefore 
psychic participation cannot be excluded. 

Becker’s term “neurosomatic” seems to deny the 
importance of the blood supply of the nerves. It 
is far more likely that the shock organ in these 
inflammatory reactions is not the neural paren- 
chyma but—as in all inflammatory dermal erup- 
tions—the blood vessels. If this assumption is 
correct, there is then no fundamental difference 
between a neurosomatic and a_ psychosomatic 
theory nor can it be assumed that the mechanism 
underlying allergic reactions differs from that of 
the former two. The ability of streptomycin and 
isoniazid to produce nerve damage does not prove 
the “neyral mechanism” of their cutaneous side- 
effects. 

Study of hypothalamic function has demon- 
strated that improper control of the nuclei leads 
to stimulation of the autonomic nervous system, 
with consequent activation of various organs and 
production of acetylcholine or histamine. Such 
investigations suggest that the responses which 
characterize inflammatory reactions are the same 
whether the disease is psychogenic, allergic, or 
organic. 

Dr. J. Water Witson, Los Angeles: When 
I present a case before a dermatological society, 
it is because I don’t know how to explain what 
is happening. That was true of the patient of mine 
of whom Dr. Becker spoke. 

I think, however, that Dr. Becker has proposed 
a much better series of explanations for all the 
phenomena that occurred than anything I have 
heard to this date. 

In the presence of an eruption typical of papulo- 
necrotic tuberculid, a tuberculin test of the weak 
variety was placed ‘upon his arm, and produced a 
huge reaction, necrotic in the center. Accompany- 
ing this reaction, all the lesions of the presenting 
eruption flared. He was given isoniazid, and the 
papulonecrotic element began to improve within 
a reasonable length of time. Then, another type 
of eruption occurred, resembling nummular ec- 
zema, and, signifgantly, was not accompanied by 
any flareup of the papulonecrotic tuberculid. 


Vol. 75, March, 1957 


UMI 














JMI 


DERMATOSES FROM TUBERCULOSIS CHEMOTHERAPY 


He was given reserpine (Serpasil) in conjunc- 
tion with the continuation of the isoniazid admin- 
istration, and the second eruption, subjectively as 
well as objectively, improved. When reserpine 
was discontinued, the eruption became worse, and 
when isoniazid was discontinued it improved. It 
reappeared when isoniazid was begun again. This 
sequence of events is hard for me to explain in 
any other way than that there was a contribution 
to the production of the secondary eruption from 
the irritation of the nervous system in some man- 
ner, probably from isoniazid. 

I should still like an explanation of the mecha- 
nism for the production of all of these processes 
which we classify with names. 

Dr. Eart D. Oszorne, Buffalo: From a large 
tuberculosis sanitorium, we had 12 patients in a 
period of 18 months with a nummular type of 
eruption. Three of them developed a completely 
generalized eruption, but they all began in a patchy 
form. In six of them, there were vesiculopustular 
lesions in which we were able to secure positive 
cultures. =n each instance, a hemolytic Staphy- 
lococcus aureus was recovered, with the coagulase 
test positive, and in each instance, the sensitivity 
test with all the antibiotics, showed that this 
organism was resistant to streptomycin. 

On withdrawal of the triple drug therapy, they 
all cleared. However, there was one marked 
difference, in my opinion, in the way these patients 
cleared from the ordinary case of dertnatitis 
medicamentosa; that is, they took two or three 
times as long as in the average case of dermatitis 
medicamentosa. Furthermore, treatment of these 
patients with other antibiotics, had no effect what- 
ever. 

Therefore, I report this for what it may mean. 
I don’t think that this proves that the lesions are 
infectious, but there is certainly some mechanism 
going on whereby organisms are allowed to grow, 
and they develop a resistance to streptomycin. In 
any event, they all clear up. 

I have had several communications with the 
director of this large tuberculosis sanitorium, and 
they continue to have these cases. They stop the 
therapy. of the triple drugs and resume the isonia- 
zid and the aminosalicylic acid, and have had no 
further trouble in those cases. 

Dr. Grorce C. ANpREws, New York: I should 
like to mention a few unusual cases that I have 
seen up at Saranac Lake in patients receiving 
these drugs. 

One was in a nurse who developed a severe 
dermatitis of the face and hands from handling 
Streptomycin. She had to give up her work on the 
wards, and was finally assigned to work down- 
Stairs in the director’s office, where she received 
payments from patients who were leaving the 
hospital. She was so sensitized that if somebody 
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came along to pay his bill, somebody who had 
been taking streptomycin, she would break out 
with a urticarial eruption, after talking to such 
a patient. 

That was a very extreme case of allergy to 
streptomycin. I have heard of similar things with 
penicillin. We see universal exfoliative *derma- 
toses also from streptomycin, and fixed drug erup- 
tions are also encountered. 

Dr. Georce M. Lewis, New York: I have ob- 
served several instances of exudative flaky derma- 
titis in patients receiving antituberculosis therapy. 

The differentiation from nummular eczema was 
difficult; in fact, the clinical features were those 
of nummular eczema. Both in the drug eruption 
and in nummular eczema, there is progression of 
lesions; there is intense pruritus, and, if the pa- 
tient continues under antituberculosis therapy, so 
far as these rashes are concerned, there is great 
difficulty in curing them with any topical or sys- 
temic therapy. With the withdrawal of the anti- 
tuberculosis remedies, there is a prompt resolution 
of the lesions, either without therapy or with the 
usual treatment for nummular eczema. Therefore, 
I would subscribe to Dr. Becker’s thesis that such 
an eruption may be a manifestation of the drug 
ingestion. I am less certain of the relationship of 
the antituberculosis drug, and the type of dry 
neurodermatitis and of the dyshidrotic eruptions. 
Other diagnoses have not been ruled out satis- 
factorily. Lack of response after the systemic 
drugs were withdrawn is against drug eruption. 

I should like to ask Dr. Becker whether he 
believes there are two different mechanisms in- 
volved; does he believe that the exudative type is 
an allergic phenomenon, whereas the neurotoxic 
reaction is reserved for those patients with the 
neurodermatitis type of eruption? 

Dr. Frank C. Compes, New York, N. Y.: I 
was very much interested in Dr. Becker’s presen- 
tation, as I am sure all of us were, particularly his 
suggestions as to the pathogenic mechanism of 
the dermatoses following administration of the 
antituberculosis drugs. 

Certainly in recent years it has become neces- 
sary for us to reevaluate our concept of dermatitis 
medicamentosa. It was formerly customary to 
identify this concept by certain general features; 
the eruption was of a bizarre type, not resembling 
any well-recognized dermatosis; it did not itch; 
the onset was sudden, following administration of 
the drug and disappeared on discontinuance of the 
drug. 

Here we see familiar eruptions, atopic derma- 
titis, nummular eczema, and other recognizable 
dermatoses; the onset is gradual; they itch, and 
do not disappear promptly. 

I am a believer in the necessity of balance in 
nature between its various components and 
antagonists, both animal and vegetable. Bacteria 
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and fungi have identical problems which must be 
solved to ensure their survival as with man and 
other higher forms of animal life. Bacteria must 
contend with other bacteria; pathogens have con- 
flicts with saprophytes. They both have problems 
of food supply, temperature, survival media, etc. 
An equable balance in our bodies between patho- 
gens and saprophytes is essential for health, or as 
Cannon has called it, “homeostasis.” It is quite 
possible that in these cases reported by Dr. 
Becker that streptomycin has interfered with the 
proliferation of other organisms than those that 
were acid fast, with the result that other non- 
sensitive organisms were allowed to freely pro- 
liferate, with a resulting dermatosis. 

I think in dermatoses following antibiotics one 
must interpret many in the sense that they have 
upset the bacterial equilibrium in the body. 

Dr. S. WitttAmM Becker, Long Beach, Calif.: 
In reply to Dr. Obermayer, when psychiatrists or 
other physicians discuss functional disease, the 
effect of the emotions is stressed. In the patients 
whose cases were reported today, the eruptions are 
of the fun~tional type, but no pronounced emo- 
tional reaction is evident. I discussed possible 
mechanism with Dr. John French, our neuro- 
surgeon, who has produced peptic ulcers in mon- 
keys by electrical stimulation of certain areas in 
the hypothalamus. He states that there are no 
nerve endings demonstrable in the gastrointestinal 
epithelium, and the electrical impulses evidently 
act via the vasomotor nerves, the mechanism which 
Dr. Obermayer has just suggested. 

In reply to Dr. Wilson’s request to explain the 
mechanism, Cannon, Alvarez, and many others 
have assumed the presence of a “thermostat” in 
the hypothalamus, which, when it is maladjusted, 
allows cerebral impulses. to go via nerves to 
various organs and produce chemical changes 
which result in functional disease. 

I agree with Dr. Lewis that differentiation from 
nummular eczema is difficult, so difficult that I 
wonder whether the two disorders are not identical. 
He emphasized the efficacy of withdrawal of anti- 
tuberculosis treatment, which corresponds to our 
experience. The difficulty is that we have no 
satisfactory substitute drugs, as we have in many 
other diseases. 

Dr. Osborne brought up an important point in 
regard to infections. We have seen persistent 
furunculosis, which is only temporarily. controlled 
by broad-spectrum antibiotics, and does not yield 
permanently until treatment by streptomycin 
and/or isoniazid is discontinued. 

Dr. Andrews’ report of dermatitis in a nurse 
is important, and others have observed the same 
phenomenon. There are instances where injections 
have been given with syringes used for strepto- 
mycin and supposedly thoroughly cleaned, and, 
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still, a severe reaction resulted from the minute 
amount of the drug left in the syringe. 

We have not seen fixed eruptions from strepto- 
mycin or isoniazid. 

Dr. Combes’ report of the slow onset and dis- 
appearance of cutaneous eruptions conforms to 
our experience. One of our patients (Case 3) who 
had the pronounced vesicular eruption from 
streptomycin was given dihydrostreptomycin, 
which he tolerated for nine months before de- 
veloping the same severe dermatitis from that 
drug. 
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Clinical Studies in Microscopy of the Skin at 


Moderate Magnification 


Summary of Ten Years’ Experience 


LEON GOLDMAN, M.D., Cincinnati 


More than 10 years ago, I tried, unsuc- 
cessfully, to follow the wanderings of the 
microfilariae of Onchocerca volvulus through 
the superficial skin of infested persons,’ for 
these organisms are numerous just below 
the epidermis in intensive early infections. 
This pursuit was done with a corneal micro- 
scope, available for the study of the serious 
ocular manifestations of onchocerciasis, and 
also by means of a capillary microscope. 
What was more interesting was the striking 
picture of the surface of the skin as revealed 
by these microscopes. An investigative study 
on cutaneous microscopy was then begun 
and has continued to the present time. 

In 1922, Jeffrey Michael? examined the 
skin, as Saphier? in 1917 and Kumer? had 
done before him, with a slit-lamp micro- 
scope or dermatoscope. Kumer stated that 
actually since the time of Hebra surface 
microscopy was used in the examination of 
lupus. In spite of the inconvenience of his 
apparatus, Michael examined the face, 
hands, and upper extremities, and con- 
cluded: “The subject at present has hardly 
reached the point of utility.” In 1949, 
Klauder,? from his extensive studies of 


interstitial keratitis, stated: “I have always © 


been intrigued by the corneal microscope as 
an admirable means of studying ‘living’ 
pathology.” In Germany, studies after 
Saphier, Kumer, and Miller were continued 
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by many, including especially Bettman,* and 
recently by Jaeger® and Schmidt-La 
Baume.5 

There has been little interest in recent 
years in the practical application of cutane- 
ous microscopy, except for investigative 
studies on sweating, capillaroscopy in indi- 
vidual skin lesions by Gilje,® Davis and 
Lorincz,’ and examination of the hands in 
studies of soaps and synthetic detergents 
reported first by Johnson, Kile, Kooyman, 
Whitehouse, and Brod.® 

Our own studies were first exhibited in 
1947® and reported subsequently on in- 
strumentation,*:°11 and special studies on 
the hair,}* and with pigmented nevi,!* and 
insect bites.'4 


Value and Limitations of Simple 
Magnifiers 


The ability of the dermatologist to focus 
on close objects, such as close examination 
of the skin, begins to decline in the early 
and middle 40’s and stops probably at age 
52. Those of us, then, in the presbyopic 
age group require additional lens aid for 
close observation of dermatological lesions. 
That is why hand magnifiers and head 
loupes are used in clinical practice. A head 
loupe with its two prisms and stereoscopic 
vision is of help, although the actual mag- 
nification may not be more than X 2 to 
X 3. The head loupe should be of light 
weight, such as the recent plastic types, 
easily movable, so that the lenses can be 
moved up out of the way. For prolonged 
study, a head loupe is less fatiguing than a 
hand magnifier. Head loupes may be used 
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even with bifocals. We have found these 
head loupes more comfortable than lenses 
attached to eyeglasses. However, we believe 
that higher magnifications are still needed 
(X 20-X 40, the latter especially for capil- 
laroscopy). New aplanatic hand magnifiers 
can give magnifications up to X 20 without 
distortion. The disadvantages of these mag- 
nifiers are the absence of binocular vision, 
a small field of view (X 6-30mm diameter ; 
X 20-5mm diameter), short working dis- 
tance, so no manipulation is possible on the 
surface at X 10 and X 20, and the need 
for an intense light source. With these 
limitations in view, hand magnifiers with 
aplanatic lenses, and attached to convenient 
handles, may be employed where low mag- 
nification does help, as X 6, X 10. 


Requirements for Illumination 


Brown }° has stated: “All in all, illumina- 
tion is one of the most important aspects 
of microscopy and cannot be overempha- 
sized.”” A skin lesion may demand lighting, 
not only for its surface. picture, but also, 
for epidermal and upper dermal qualities, 
and, in addition, especially for the super- 
ficial vascular plexuses. It is necessary to 
emphasize the need of an intense light 
source for capillaroscopy. Lighting, then, 
must be flexible and able to be moved about 
to study the various optical qualities of the 
lesion. This requirement, then, also argues 
against a single type of simple portable 
instrument. 


Technique of Study of Lesions 


In general, our various fields of special 
interest in clinical dermatology were studied 
in phases of increasing magnification. The 
purpose was to detect first, the value, if any, 
of increased magnification; then, the effi- 
ciency of the instrument, and lastly, the 
practical value of the instrument. 

The progressive phases were done in this 
manner with and without clearing of the 
skin: 
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Fig. 1—Instruments commonly used at present. 


1. Head loupe 2X, a type of plastic band with 
movable eye pieces 
. Hand magnifier 6X, 10X, 20 
. Shop microscope 40X 
. Pocket microscope 40 
. Stereobinocular 
A. Portable 4-15 
B. On stands 6-80 
At various times, a number of different 
observers in the department of dermatology 
of the College of Medicine of the Univer- 
sity of Cincinnati have worked with us ‘in 
this routine. These have included Mc- 
Daniel,!® Preston,’* and, in recent months, 
Szolomajer.'® 


wm & Ww DY 


Need of a Compound Microscope 


In spite of the advance in the develop- 
ment of excellent aplanatic hand magnifiers, 
the compound microscope still is preferred 
for examination of the skin at moderate 
magnification. The better imagery of. the 
compound microscope at higher powers, the 
less distortion and better resolution—all of 
these are old arguments in favor of a com- 
pound microscope. Moreover, the working 


- distances are of value, especially in investi- 


gative procedures in dermatology where 
macro- or micromanipulation are used. 

The stereobinocular with its true three- 
dimensional image is preferred. Since this 
is a binocular bino-objective instrument, 
often considered as two binocular field 
glasses together, this instrument continues 
to be expensive. 

Our microscope of choice is a Zeiss 
Opton mounted on an old x-ray tube stand 
which provides for greater flexibility and 
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mobility. Any area of the skin surface, 
from head to toe, can be examined with this 
arrangement. Zeiss does not recommend the 
use of a supplementary lens to increase the 
focal distance, since the optical image, they 
believe, is seriously affected. Illumination 
for this microscope is still not completely 
satisfactory for work on the skin surface. 
A Lucite cone attached to the light source 
gives cool surface lighting, however, often 
not intense enough for capillaroscopy. Then, 
the plastic head is not used. As yet, we have 
had no experience with the Citoplast type of 
Zeiss with its superior lighting attachment. 
Recently, Zeiss developed a _ microscope 
stand similar to our make-shift stand, called 
“Dermatoscope,” magnifications 4X to 
63X. The lighting is built directly into the 
microscope and is of the vertical illumina- 
tion type through the objective lens. The 
Dermatoscope is reported to be used for 
capillaroscopy also. In spite of its expense, 
this type of flexible stereobinocular appears 
well suited for dermatologic work. Sterilized 


Fig. 2.—Zeiss Dermatoscope with built-in il- 
luminations ; 


magnifications 4X to 63 X. 





‘Goldman 


operating knobs and coverings allow this 
instrument to be used even in the operating 
room. One minor disadvantage appears to 
be the need of different coupling pieces for 
viewing the patient erect, recumbent, or 
seated. The advantages of a built-in illu- 
minating system is obvious, but we do not 
know if this type of illuminating is satis- 
factory for all clinical examinations of the 
skin. 

Next in choice, to this portable type of 
instrument, is the stereoscopic microscope 
mounted on a long side arm. This can give 
a wide range of movements and is suited 
chiefly for examination of the hands and 
face in studies of irritation from soaps and 
detergents. ; 


Portable Microscopes 


Next in value to the binocular stereo- 
scopic microscopes are the hand monocular 
mono-objective, and also, portable micro- 
scopes. We still use the shop microscope, 
especially for capillaroscopy, and we still 
use the pocket skin microscope of Lyon in 
preference to other pocket microscopes. 
Both these models are small, portable, and 
battery illuminated. The difficulty with the 
shop microscope continues to be its heavy 
weight, more suitable, as it was meant to be, 
for metal surface than the skin surface, 
obvious difficulties of reaching irregular 
and curved areas, and its fixed, though gen- 
erally good, oblique type of illumination. 
Except for capillaroscopy, this microscope 
may be used also with any illumination 
available, except for fluorescent tubes, at 
a distance. This microscope looks like the 
one used by Kumer. 

Illumination continues to be the difficulty 
with the excellent pocket skin microscope 
of Lyon.1! The small batteries may go out 
at crucial times. The attachment to electrical 
current remedies this, but makes for a less 
portable and more expensive instrument. 
Capillaroscopy may also be done with the 
Lyon pocket skin microscope. Besides illu- 
mination, other difficulties are those inherent 
in a monocular mono-objective in contrast 
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to a binocular bino-objective. Recently, we 
have secured a small lightweight binocular 
of Japanese make, only 4 X-15 X. The 
working distance is approximately 5 cm. and 
the field approximately 1 cm. This can be 
catried in the hand, is used with any illu- 
mination available. It gives a reversed 
image, probably because it contains no 
Porro prism. Capillaroscopy is not possible 
with this. We have had only 15 X avail- 
able. Although it was meant to be fixed to 
a stand, we have adapted this as a hand 
microscope and carry it about in the pocket 
of an examining gown. 


Adaptation of Microscopes for 
Skin Examination 


For those occasional studies for which 
polarization is necessary, the various micro- 
scopes used for examination of the skin may 
be converted easily into polarizing micro- 
scopes. This can be done by the. use of 
Polaroid discs containing crystals of quin- 
ine iodosulfate. The polarization, of course, 
is not as complete as with the Nicol prism, 
but the discs are more economical and 
easier to use. This technique has been used 
briefly to eliminate glare from the surface 
of the skin, for examination of hair shafts, 
for crystals of hydrocortisone and its ana- 
logues deposited in. the skin, and for 
xanthomatous infiltrates in the skin, both 
after skin stripping. Our studies of the 
examination of prepared microscopic sec- 
tions with the variable color Polaroid filters 
have not been carried over for the direct 
examination of the skin and scalp with these 
filters. 

In a darkened room the various skin 
microscopes may be used also with ultra- 
violet light with a Wood’s filter. A card- 
board with aluminum foil on one side directs 
the illumination to the surface of the skin 
and scalp and protects to some extent the 
eyes of the observer. Fluorescence micro- 
scopy has been used in studies of the flu- 
orescence of the hair shaft and _ follicle, 
especially after x-ray epilation, and com- 
bined with fluorochromes in examination 
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of dryness of hands, as tracer studies with 
the Hypospray Jet Injection Apparatus, for 
examination of the burrows of scabies and 
the local bite area of arthropods injected or 
“contaminated” with fluorochromes. 

Continued experience with vertical illu- 
minators indicates that there is no advantage 
of this form of illumination for the portable 
type of skin microscopes. Vertical illumina- 
tion appears useful for work in magnifica- 
tion above X 100, especially with proce- 
dures of micromanipulation. We have used 
vertical illuminators similar to the efficient 
Leitz Ultropak in the examination of the 
surface and sides of portions of freshly 
excised nevi. For the cut edge of the nevi, 
vertical illumination was superior to the 
excessive glare of ordinary incident light. 
A type of precise vertical illuminator would 
appear to be a valuable aid in our attempts 
on vital staining techniques so-called on 
living human skin. We have had no experi- 
ence with a vertical illuminator attachment 
to a stereoscopic microscope. Generally, a 
flexible light source, and most frequently, 
rays of low obliquity, offers a better illu- 
mination of the skin surface than even a 
fixed vertical beam. 

With the help of Rene Bailly,!® an infra- 
red microscope was set up and used on the 
skin. In brief, this was an electronic infra- 
red image tube in a metal tube attachment 
fitting over the top of a microscope. The 
skin was viewed in infrared light. We had 
difficulty illuminating the field at higher 
magnifications. Continued experience with 
this instrument has not shown any value 
for us, especially for study of skin circula- 
tion and of foreign bodies and pigment in 
the skin. Recent developments in the field 
of new compact portable infrared viewers 
may be of some help later to us. 

The mirror microscope which we have 
used also for its value in securing broad flat 
fields in the examination of microscopic sec- 
tions has not been adapted to examination 
of the skin surface.”° 

We have worked with a phase contrast 
microscope in prepared skin sections, both 
of fresh and of fixed tissue. We have not 
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used phase contrast equipment for trans- 
mitted or incident light type for the exam- 
ination of opaque bodies. This latter type 
could be applied to the examination of the 
surface of living skin. 

We have done some experiments in sur- 
face profile microscopy, so-called, at the 
suggestion of Tolansky.*"?* We tried to 
shadow-cast the surface of the skin to meas- 
ure the distortion of the shadow as a tech- 
nique for measurement of roughness of the 
skin surface. We have tried to project 
single-line shadows and also gratings of 
measured value on to the surface of the 
skin. Our attempts, so far, have not been 
successful, except with a double convex 
+ 30 D. lens with a line etched across the 
center. With this, a thin shadow is ~st 
on the skin. For some of these experiments, 
magnesium dust was powdered on the sur- 
face. These were crude attempts to develop 
a type of interferometer microscope. With 
the interference microscope, a light beam is 
divided into two parts and then brought to- 
gether. Originally this type of microscope 
was used for measuring, but now it is used 
for the study of variable phase and variable 
color contrast. 


Problems of Photography 


Efforts have continued all during this 
study to attempt to photograph some of the 
pictures observed. No progress has been 
made since the report in 1946 of the Sieben- 
tritt apparatus 7° used to record our findings. 
As ‘usual, with skin microscopy, the picture 
through the microscope is more striking 
than the fixed photomicrograph. 

Because of the importance of the stereo- 
binocular in our studies, the question of 
stereophotography was considered. Experi- 
ments had been done already by photog- 
raphers with the Greenough binocular and 
ophthalmic prisms.?* Donaldson ** had de- 
veloped a stereoscopic camera for close-up 
photography of the studies of eye and has 
been interested in our problems. Barnett,?® 
in our department, has succeeded in his 
initial studies of stereophotomicrography of 
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the surface of the skin at low magnifica- 
tions. These studies, in color, are con- 
cerned chiefly with hand dermatitis, 
follicular keratoses, and seborrheic kerato- 


ses, etc. 


Progress in Specific Projects 


1. Basal Carcinoma.—In most instances, 
of course, basal-cell malignancy can be diag- 
nosed easily. Help in diagnosis is needed 
in the early phase where the border and 
pearly appearance may not be apparent on 
inspection. Skin microscopy continues to 
be of definite value in the recognition of the 
early basal-cell malignancy and of help in 
the diagnosis of pigmented basal-cell malig- 
nancy. With the skin microscopes, the 
pearly-white infiltrations and dilated tortu- 
ous vessels can be seen more clearly with 
oblique lighting and clearing of the skin. 
Often polarized light will help to reduce 
some of the unwanted bright reflections 
from the skin surface. In morphea-like 
basal malignancy, diascopy can be combined 
with skin microscopy to determine exact 
borders of the whitish plaques. In some 
of these types, the patterns of the tortuous 
and dilated vessels, seen in more detail with 
clearing of the skin, have been confined 
only to the pearly area. Osborne ?* has 
emphasized in detail the necessity of deter- 
mining the exact extent, frequently not in 
one plane, of the irregular infiltrations of 
basal-cell malignancy. We have attempted, 
without success, to use the skin microscope 
to check the operative area after excision, 
before closure, and after currettage, to de- 
termine continued presence of any whitish 
nodules. 

The pigmented basal malignancy contin- 
ues to offer difficulty in differential diag- 
nosis, especially with melanoma. The skin 
microscope has been of some aid even in 
the extensive cases. The pigment may be 
in the epidermis, in the tumor cords, and, 
as Madsen*’ has described, even outside 
the border of the tumor. The combination 
of whitish firm tissue plus focal scattered 
collections of pigment, plus dilated distorted 
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Fig. 3.—Skin microscopy studies in basal-cell epithelioma (black-and-white pictures from 
Kodachrome transparencies). A, superficial epithelioma of back. B, edge of lesion (reduced 
about 1/3 from mag. X 40) showing characteristic telangiectasia on a pearly background. 
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Fig. 4—Capillaroscopy studies (reduced about 1/3 from mag. X40; black-and-white 
pictures from Kodachrome transparencies). A, pearly border of superficial basal-cell malig- 
pooch B, necrobiosis lipoidica diabeticorum with telangiectasia on a diffuse yellow back- 
ground. 
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vessels, makes for the diagnosis. Such 
whitish nodular areas and telangiectasia are 
not present in melanoma. Since this phase 
of differential diagnosis has been of some 
interest, a series of 29 cases of single pig- 
mented basal tumor have been collected 
and studied with skin microscopy since pub- 
lication of our last report.'* 

In seven additional cases, a clinical diag- 
nosis of pigmented basal-cell malignancy 
was made and the true diagnosis was as 
follows: 

Melanoma—2 

Hemorrhage in basal cell malignancy—1 

Seborrheic keratoses—2 

Dermocellular nevi—2 (one of these patients had 
also multiple pigmented basal-cell malignancies) 

One patient was observed who had a pig- 

mented squamous-cell malignancy. 

The skin microscope is of help in this 
field of difficult differential diagnosis by 
revealing, especially in the early case, the 
pearly infiltration, the telangiectasia, and the 
foci of pigment. As many others have re- 
ported, the difficulty is still in the possible 
diagnosis of a melanoma. 

2. Nevi.—Since the last report }* of the 
study of pigmented nevi, efforts have been 
concentrated on the attempts at recognition 
of the junctional zone of activity. Shaffer 78 
has illustrated adequately the clinical diffi- 
culties of such diagnosis. Cutaneous micro- 
scopy, < 10 or above, can reveal small 
isolate foci of pigmentation on the “surface” 
even before clearing of the skin. These pig- 
ment spots may be scarcely discernible 
clinically and do correspond to the junc- 
tional foci. The only exceptions have been 
subjunctional collections of pigment. In 
our experience, these scattered foci of pig- 
ment have not been found in pure intrader- 
mal nevi, only in the compound or 
junctional. Likewise, in our experience 
from a histological aspect, junctional ac- 
tivity deep in the follicle apparatus has been 
found in the mixed type, not in pure intra- 
dermal nevus. So, an elevated nevus show- 
ing no scattered dark foci of pigment 
collections does not have any junctional 
activity. We still cannot tell definitely, even 
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with the skin microscope, differences be- 
tween papillary intradermal nevus and the 
large so-called fibroepithelial skin polyp. 
Two additional cases of the early develop- 
ment of the melanotic freckle, so-called, 
have been recognized by the uneven scat- 
tered pigment distribution, irregular border, 
and some erythema. The appearance is 
different from the diffuse regular pigmen- 
tation of the senile freckle and the true 
early seborrheic keratosis. More frequent 
excisional biopsies of these lesions early will 
aid in the prompt recognition of this early 
superficial melanoma. .Since our publication 
on hemorrhage in tissue-simulating mela- 
noma,”® another type has been recognized. 
This lesion develops on the cheek of elderly 
patients as a blackish spot. This is flat, not 
nodular. It appears rapidly and spreads. 
The color reveals irregular blackish zones. 
Clinically, no dilated adjacent vessels are 
visible. With cutaneous microscopy and 
clearing of the skin, small vessels are seen. 
On diascopy, large vessels were visible about 
the edge of the persistent hemorrhages. No 
biopsies have been done. This lesion appears 
to be different from the elevated melanoma- 
like nodules due to capillary aneurysms as 
described by Epstein, Novy, Skahen, and 
Krause.*® Cutaneous microscopy, then, does 
offer some help in the field of the pigmented 


nevi. 


3. Early Development of Seborrheic 
Keratosis—The continued study of early 
and small areas of hyperpigmentation in 
middle-aged and elderly persons, over pe- 
riods of months and even of years, has been 
of considerable interest. Very early in the 
development of seborrheic keratosis, “old 
lady brown spots,” the lesion is differenti- 
ated from the surrounding skin, not only 
because of color differences, but also be- 
cause the surface has now developed irregu- 
lar pit-like folds. Even if the adjacent skin 
shows evidence of scaling through dryness, 
little, if any, of these scales will be found 
over the surface of the seborrheic keratosis. 
As the lesion develops, follicular plugging 
becomes marked. The lesion becomes even 
more diffusely pigmented. The freckle per 
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Fig. 5.—Rapid development of pigmented lesion on neck of middle-aged woman with 
peripheral zones of redness (black-and-white photographs’ from Kodachrome transparencies) ; 
melanoma suspected. A, lesion on neck X1. B, surface 40 showing seborrheic keratosis 
confirmed by biopsy. 


Fig. 6.—Verruca (black-and-white photographs 
from Kodachrome transparencies; reduced about 
1/3 from magnifications indicated). A, finger 
x< 40. B, plantar verruca X 40. C, same area as 
B, X 100. D, plentar verruca after débridement, 
showing plugs and papillary vessels x40. E, 
lesion same as D, X1 after débridement, show- 
ing superficial resemblance to plantar clavus. 
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se shows only a smooth or scaling surface 
and diffuse color changes, but never the 
irregular folded surface of the developing 
seborrheic keratosis. 

4. Warts—Confusion still persists in the 
differential diagnosis of plantar verrucae 
and plantar clavi. A transparency test *4 
recommended some years ago has been com- 
bined with cutaneous microscopy. A clear 
waxy surface not studded with plugs or 
lobulated areas is characteristic of clavus. 
Biopsy sections of the small spotted lesions 
called by the chiropodists *? “miliary corns” 
confirm the lack of any wart identification. 
However, it is still not entirely clear just 
what these lesions represent, for they are 
scattered in areas free of hyperkeratosis 
and may occur even on the palmar aspect 
of the hands. Black spots of dried blood 
may be found in either clavi or verrucae 
and offer no help in differential diagnosis. 
These spots must be differentiated from tips 
of bleeding papillae of warts. 

There is another type of single lesion 
often mistaken for wart. This is a deep 
painful hyperkeratotic lesion — translucent 
and of waxy appearance on clearing with 
oil or xylene. This lesion shows no plugging 
but only an intense heavy white ring. This 
can be seen easily after shaving deeply the 
upper skin layers. Occasionally, a central 
granulomatous mass may protrude through 
this whitish rim. Belisario** and Arnold ** 
have emphasized the necessity of trimming 
off the surface to help differentiate between 
corn and wart. After trimming, we have 
also used dyes to accentuate the lobulated 
areas. 

It has not been possible with cutaneous 
microscopy to differentiate between small 
foreign-body reactions associated with hy- 
perkeratosis (hair, cactus, steel) on. the 
fingers and small hyperkeratotic warts. Skin 
microscopy was of no value for the diag- 
nosis of keratoacanthoma before biopsy 
either on the face or on the dorsum of the 
hand. Although verrucae on the face are 
recognized easily because of their rapid 
growth, occasionally these may simulate a 
basal-cell malignancy. The central round 
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papillary masses of the wart seen easily 
with the skin microscope help to establish 
diagnosis. These outlines may be intensified 
by applying trypan blue locally. 

Occasionally, on clearing with alcohol, 
mineral oil, or xylene, tiny pearls of early 
molluscum contagiosum lesions may be ob- 
served under the skin microscope. 

5. Bites of Arthropods.—Since the report 
in 1952 on the mechanism of the bite reac- 
tion,!4 few additional studies have been done 
on this subject except in the work with the 
blister beetle, with the help of Col. Robert 
G. Thompson,** and the poisonous setae of 
various caterpillars. 

6. Hair Studies—The stereobinocular has 
b en used often as an instrument in the 
study of hair disturbances observed in the 
outpatient dispensary. These diseases in- 
cluded tinea capitis, favus, alopecia areata, 
alopecia totalis, pseudopelade, trichotillo- 
mania, monilethrix, congenital kinky hair, 
and various types of cicatricial alopecias. 
Striking pictures were observed, especially 
of the return of hair in alopecia areata, 
after irradiation, and after local injection 
of hydrocortisone tertiary butylacetate. As 
mentioned above, the continued fluorescence 
of the follicular apparatus after complete 
epilation was observed with Wood’s light 
through the stereobinocular. Gradually, this 
fluorescence disappeared spontaneously. 
This fluorescence is not visible with the 
hand magnifiers. Early infection of the 
scalp can be observed with the head loupe 
or hand magnifier under Wood’s light with- 
out the skin microscope. Various disturb- 
ances of the hair shaft in situ on the scalp 
can be clearly seen. The skin niicroscope, 
then, is a practical accessory tool to observe 
dynamically lesions of the scalp. Prelimi- 
nary studies have been done on_ various 
types of shaving of face, especially under 
the chin and on the leg. 

7. Classifications of Hand Dryness.— 
The skin microscope continues to be a valu- 
able and practical aid ®%* in the study of 
hand dermatitis. Fluorochromes are not 
necessary to assist in grading. The study 
of the distortion of shadows cast on the 
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skin surface was of no value with our 
present technique of shadow-casting. The 
results continue to be surprisingly uniform 
even with different observers. The wide- 
field stereobinocular is still the instrument 
of choice. The skin microscope has been 
used also in the study of the effects of the 
so-called waterless hand cleansers, in the 
reduction of seborrhea, and in the removal 
of comedones. 

8. Aid in Undergraduate Teaching in 
Dermatology.— The skin microscope has 
been found valuable in the teaching of soph- 
omore and junior medical students. In lec- 
tures to the sophomores on the examination 
of the skin, different types of normal skin 
are viewed by the students with the wide- 
field stereobinocular. This is correlated with 
charts and sections on the anatomy of the 
skin. The students are then shown the ex- 
amination of the skin at the bedside of the 
patient, and their primary and secondary 
skin lesions may also be examined through 
the microscope. 

For the junior students in the outpatient 
dispensary, selected lesions are shown 
through the microscope to assist in an un- 
derstanding of the development and prog- 
ress of sucli a lesion. As yet, in our college, 
it has not been possible to show freshman 
students in anatomy normal skin through 
the stereobinocular and then have a biopsy 
taken of that area of the skin. In this 
manner, the microscopic sections can be 
correlated in their course in histology with 
the gross examination and the stereobinoc- 
ular picture. 

Colored photomicrographs of skin lesions 
and also of capillaroscopy are excellent ad- 
ditional teaching aids. 

9. Capillaroscopy.—Although our interest 
has been in topography, pigment, and color 
changes in the dermis, we have studied also 
capillaroscopy of skin lesions, conjunctiva, 
nail beds, and lips. These studies of skin 
lesions were done in Raynaud’s syndrome, 
radiodermatitis, lupus erythematosus, pso- 
tiasis, poikilodermas, lichen planus, sclero- 
derma, histamine wheals, local injection 
sites of hydrocortisone and its analogues, 
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and peripheral vascular disorders, and in 
bases of bullae and various ulcers. In our 
studies of vital staining and examination for 
attempts at staining of superficial fungi, we 
had used stripping the skin and clearing 
with cutaneous microscopy.’ With stripping 
by adhesive or Scotch tape, the vascular 
plexus about injected sites of hydrocortisone 
tertiary butylacetate was shown in greater 
detail. Similar improvement for capillaro- 
scopy of lesions of lupus erythematosus was 
shown also. In our studies of capillaries 
of the lips, we are interested in their 
changes in atrophic cheilitis, solar cheilitis, 
and leukoplakia. In our department, Szolo- 
majer 78 is using capillaroscopy to observe 
the effects of radiation. Nickson ** has 
studied with capillaroscopy the abnormali- 
ties of the vessels and papillae in, radiolo- 
gists and persons of similar age groups not 
exposed to radiation. We are repeating 
these studies and also studying vessels in 
areas of erythema doses produced by vari- 
ous modalities of radiation and modified 
by the local influence of hydrocortisone and 
its analogues. As suggested by Davis and 
Landau,®* Szolomajer also is studying 
capillary pictures in fingernail and conjunc- 
tiva and lip for those skin disorders thought 
to be associated with a so-called rheumatic 
diathesis. The patterns of the conjunctival 
vessels as seen by the biomicroscope of the 
opthalmologist have not as yet been recog- 
nized by Szolomajer '* as characteristic, for 
example, in disseminated lupus erythema- 
tosus. As has been done by others, since 
the early days of skin microscopy, capillaro- 
scopy has also been used to study nevus 
anemicus with and without local injections 
of histamine, and in studies of changes of 
vascular fragility associated with local action 
of the corticosteroids. We would agree with 
Gilje ** that capillaroscopy should be avail- 
able in centers of dermatology so more dy- 
namic pictures of various processes in the 
skin can be seen and the possible role of 
the vascular element in these dermatoses 
can be assessed. 

10. Skin Microscopy with Diascopy.— 
As part of the investigative studies, skin- 
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color changes produced by diascopy, skin 
microscopy has been used. This is done 
chiefly to evaluate color differences on com- 
pression, to study the pulsations of pulsat- 
ing spiders, the character of pigment 
changes, old hemorrhages in the skin, and 
types of petechiae in vascular fragility 
studies, and vascular pictures in histamine 
wheals. 

11. Vital Staining Studies —Since. our 
early studies on skin microscopy, we have 
been concerned with staining the living skin. 
As Menkin “ indicates, vital staining can 
be of help in the study of vascular wall re- 
sistance. However, we were loath to use 
parenterally trypan blue in human subjects. 
Dennie ** has described the microscope of 
Antoine’s copolmicroscopy for surface ex- 
amination of the cervix at 200 X com- 
bined with vital staining. Dennie suggested 
the use of this microscope and vital staining 
for suspicious lesions of human skin. Only 
one case of iodine staining in a chronic 
axillary dermatitis was studied by Szolo- 
majer 18 to attempt to bring out large areas 
of glycogen visible in biopsy. This was not 
successful. 

We have initiated local studies with meth- 
ylene blue, Janus green, trypan blue, iodine, 
and fluorescein applied to various types of 
skin lesions. In many instances, superficial 
layers of the skin at varying depths were 
removed by Scotch tape prior to attempts at 
vital staining as suggested by Pinkus.*? 
As Bettmann* observed originally, so far, 
at moderate magnifications, our various dyes 
were observed to have marked out only 
poral outlines, sulci. In bases of bullae and 
in ulcers, no special staining zones have 
been observed with our crude techniques, at 
only X 40. The accentuation of the outlines 
of papillae in verrucae has been mentioned 
before. Trypan blue has been used to 
accentuate the outlines of the flat warts. 


Comment 


As one surveys these varied and unrelated 
fields of endeavor, which also included mis- 
cellaneous groups of disturbances of kera- 
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tinization as ichthyosis, Darier’s disease, 
pityriasis rubra pilaris, etc., it is apparent 
that although these initial studies may be 
of interest, they are still incomplete. As 
Kumer indicated more than, 30 years ago, 
our studies are only a framework for those 
who are interested to continue to work and 
to develop. Better instrumentation, better 
illumination, and more experience are still 
needed. It seems also that where indicated 
there should be a combination of examination 
of the surface lesion at moderate magnifica- 
tion, and then, clearing the skin and continu- 
ing the examination for color changes and 
for capillaroscopy. This routine would com- 
plete the dynamic picture and aid even more 
in the understanding of the artificial histo- 
pathology picture, somewhat distorted by 
fixation, staining, etc. How valuable will 
be the practical aspects of such detailed ex- 
aminations will depend on the interest, train- 
ing, experience, and general background of 
the dermatologist. This is true in derma- 
tology, just as it is in ophthalmology, where 
no one can become a skilled biomicroscopist 
who uses the instrument only occasionally. 
Moreover; one must not believe that it is 
only the correction of the prebyopia of the 
observer that is needed as an aid in the 
close examination of the skin. If detailed 
examination of the skin at only 2 X or 3 X 
can correct all deficiencies of simple inspec- 
tion of the skin at 1 X, then skin micro- 
scopy in clinical dermatology is not needed. 
In 1922 Michael? stated: “The present 
value of the dermatoscope in diagnosis is 
small.” This technique has not become pop- 
ular in clinical dermatology, for those who 
have used it have not been able to prove its 
practical value in the understanding of the 
dynamics of some lesions of the skin. Cen- 
ters of dermatology should possess an ade- 
quate wide-field, movable stereobinocular 
provided with proper illumination. This in- 
strument should be accessible for clinical 
use and for help in undergraduate and post- 
graduate inspection. In office practice, head 
loupes, and good hand magnifiers, at least 
up to 10 X, and also a portable hand 
microscope should be available easily for 
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examination of the hair, early malignancies, 
early seborrheic keratoses, all pigmented le- 
sions, plantar keratotic lesions. It is, of 
course, foolish to believe that at present we 
can reduce the number of biopsies since we 
have skin microscopes. At times, maybe we 
can have a bit more reassurance in our clin- 
ical examinations of such thin areas as 
portions of the face, lips, or genitalia when 
the patient refuses permission for a biopsy 
in these areas. It is for the future to decide 
whether skin microscopes will be as impor- 
tant as biomicroscopes in ophthalmology or 
just as “occasional” itistruments such as the 
colpomicroscope of Antoine for the cervix 
and the microscope for the ear drum, 

In the field of investigative studies, cu- 
taneous microscopy is important and will 
continue to be important in the future. Im- 
provements in instrumentation, and in- 
creased experience, and more studies in the 
optics of living skin, all will provide for 
more detailed work at higher magnifications 
and more opportunities for macro- and per- 
haps micromanipulation procedures. More 
features of the living cell in the skin and in 
the appendages will be observed in situ. 
Histochemistry and cytophysiology will be 
combined with cutaneous microscopy. 


Conclusions 


For the past 10 years, studies in examina- 
tion of the skin at moderate magnification, 
with modifications of techniques long used 
in dermatology, indicate the practical value 
of this in clinical dermatology for certain 
conditions. These conditions include the 
examination of -the hair, studies in. irrita- 
tion of the hands and face, hair, shaving 
techniques, pigmented lesions, the early de- 
velopment of skin malignancies, seborrheic 
keratoses and warts. These studies also 
serve as valuable aids in undergraduate and 
postgraduate instruction in dermatology. 
Capillaroscopy should also be included in 
the routine of skin microscopy. In derma- 
tologic centers, a wide-field, flexible stereo- 
binocular with adequate illumination should 
be available. A portable stereobinocular and 
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a portable monocular microscope should be 
available for routine clinical practice. More 
studies are needed in the optics of living 
human skin and in the development of more 
adequate instrumentation and_ illumination. 


ABSTRACT OF DISCUSSION 


Dr. CLareNce S. Livincoop, vetroit: I appre- 
ciate the oppostunity to discuss this paper of Dr. 
Goldman’s, which is his initial presentation to this 
society. He has given us a most interesting and 
comprehensive discussion of the use of clinical 
microscopy for the study of normal and abnormal 
skin and its appendages. His work in this field is 
well known and, indeed, more extensive than that 
of any other previous investigator. 

His paper is a lengthy thesis concerning all 
phases of the subject, but of necessity in his 
presentation today he has given us only a pano- 
ramic view of his work. Specifically, he has re- 
ported on the use of this modality in the study 
of basal-cell carcinoma, cellular nevi, early devel- 
opment of the seborrheic keratoses, warts, bites of 
arthopods, hair disturbances, classification of hand 
dryness, capillary abnormalities in numerous dis- 
eases, and he has also commented on the place 
of the skin microscope as an aid in under- 
graduate teaching in dermatology. 

He considers such examination of definite 
help in differentiating basal-cell carcinoma from 
melanoma, seborrheic keratoses from nevi, but 
emphasizes quite properly that in most instances 
basal-cell carcinoma can be diagnosed clinically. 
It is my understanding that usually the magni- 
fication should be at least XK 10. Under these 
circumstances, especially in the early case, the 
ability to recognize pearly-white infiltrations, 
telangiectasia, and foci of pigment, is of con- 
siderable value in differential diagnosis. 

He has stated that the skin microscope is of 
some aid in differentiating pigmented basal-cell 
carcinoma and melanoma. The presence of 
whitish, firm tissue and focal, scattered collec- 
tions of pigmented and dilated and distorted 
blood vessels is characteristic of the pigmented 
basal-cell lesion. 

The use of cutaneous microscopy, X10 or 
above, makes it possible to recognize small, 
isolated foci on the surface of pigmented cel- 
lular nevi, which are not discernible clinically. 
Dr. Goldman believes that in most cases these 
pigment spots indicate junctional activity, inas- 
much as they are not found in pure intradermal 
nevi. It seems to me that this might well be 
one of the most important uses of microscopy 
in clinical practice. 
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In his general comments in the paper, Dr. 
Goldman states that in office practice, head 
loupes, good hand magnifiers up to X 10, and 
also a portable hand microscope should be 
available. 

In his closing discussion I should appreciate 
it if he would comment a little more on that, 
and tell us specifically just what we should be 
using in our offices at the present time, over 
and above the head loupes which most of us 
see. 

Speaking from experience, I am in complete 
agreement with Dr. Goldman that magnification 
becomes more important as the examiner ages 
and, personally, I find myself using the head 
loupe more and more, not only for examination 
of skin lesions, but also for performing pro- 
cedures such as curetting. I don’t seem to be 
getting older, but for one reason or another 
the skin lesions of my patients are not as easy 
to see as they were some 9 or 10 years ago. 

Dr. Goldman has stated that it is for the 
future to decide whether skin microscopes will 
be as important in dermatology as _ biomicro- 
scopes in ophthalmology. It is my impression 
that microscopy of the skin, other than the use 
of head loupes and hand magnifiers, has not 
had wide acceptance. All of us will agree that 
the use of complicated instruments, which 
makes. it possible to have more magnification 
than that available with loupes and hand lenses, 
is of definite value as a research tool and of 
great importance, and, of course, this includes 
capillary microscopy. 

Dr.*JosepH V. KLAuper, Philadelphia: When 
Dr. Goldman quoted me in reference to “living 
pathology,” I might say that I borrowed that term 
from the late John Deaver, surgeon, who, dramat- 
ically, in his popular lectures at the old Lankenau 
Hospital in Philadelphia, would point to pathologic 
lesions, after opening the abdomen, as “living 
pathology.” I made reference to that in discussion 
of Dr. Ebert’s paper, “Histologic Changes in 
Sensory Nerves of the Skin in Herpes Zoster” 
(Arch. Dermat. & Syph. 60:641, 1949) in which 
I said, “It is intriguing to examine the eye with 
the slit-lamp microscope.” One interesting feature 
is that after a simple inflammation, say, an iritis, 
the slit-lamp picture never, or almost never, re- 
turns to normal.” An instance of this is the 
remaining of “ghost” vessels in the cornea after 
interstitial keratitis. These vessels remain for the 
rest of the patient’s life. 

There are other interesting aspects toe Dr. 
Goldman’s paper. I should like to ask whether 
he can diagnose an eruption before it becomes 
grossly apparent. The older writers reported diag- 
nosing eruption of secondary syphilis by the use 
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of the cobalt glass before it became grossly -ap- 
parent. Has he used that in conjunction with the 
skin microscopy? Can he diagnose an eruption 
of pityriasis rosea before it becomes grossly 
present after the appearance of the herald patch? 

I hope with continued studies, Dr. Goldman. may 
define in the microscopic mirror of what is grossly 
“normal” skin the: ghost of past diseases and the 
shadows of future ones. 

Dr. Witty M. Sams, Miami, Fla.: A number 
of years ago, when Dr. Goldman was down to one 
of our Southern meetings, I became interested in 
microscopy of the skin surface and purchased a 
binocular dissecting microscope. The immediate 
purpose was an attempt to visualize, if possible, 
the larval parasite of creeping eruption. My 
attempts were entirely unsuccessful and I have 
often wondered why I did not avail myself of the 
opportunity of more frequently using this equip- 
ment. 

The difficulty which Dr. Goldman is having in 
making his instrument mobile in order to examine 
all the different surfaces of the patient’s skin, is, 
I think, quite evident in his present discussion. 
I have one suggestion to offer. That is, the use 
of the light dental arm on which some of the 
grenz-ray units are now being mounted. It is 
extremely flexible and it might make surface 
microscopy of the skin surface easy to perform 
in a short period of time and lead to a more 
extended use. If I were a good mechanic, I would 
try to mount a binocular scope on a device of this 
type, preferably one which is fastened to a wall 
bracket, or perhaps better, to a mobile base of 
sufficient weight to make a steady mount. 

Dr. Leon GoLpMAN, Cincinnati: In answer to 
Dr. Livingood, it is timely, of course, to offer 
whatever practical suggestions we have. I would 
use the loupe, and I would use hand magnifiers, 
and use hand magnifiers of a good type, up to 
10 X, not the 2 or 3X, for clinical examination 
procedures. We have tried to use our binocular 
microscope, to try to show what Dr. Osborne 
has demonstrated repeatedly clinically, that the 
infiltrating cords in basal cells are not nice enough 
to invade in a single plane. They wander in all 
kinds of planes, and the surgeon excises usually 
in a single vertical plane. We have tried to prove 
this at the operating table, after excision of basal 
carcinomas, but we have been unable, with our 
available microscopes, to do that. Perhaps, the 
new German dermatoscope will be able to do it. 

We do not have a good portable microscope to 
recommend to have you use for office practice. 
Those of you who are as inventive as Walter 
Wilson can develop this portable Japanese binocu- 
lar, which does have the property of stereopsis, 
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and adapt it to a nice type of handle and really 
use it. 

To answer Dr. Klauder, we have used the slit 
lamp also to try to diagnose “collagen disease,” 
so miscalled, and we cannot, in our own minds, 
untrained as we are in biomicroscopy, pick up any 
particular patterns. The old articles on cutaneous 
microscopy claimed that you should be able to 
diagnose the difference between rubella and rubeola 
and typhoid and typhus. I should like to see how 
that is done. We have used different filters and 
we have used Wood’s light to try to pick up erup- 
tions earlier, but we have been unsuccessful. We 
have used capillaroscopy also in the various 
macular eruptions, but we cannot get any practical 
value out of it. 

As to pityriasis rosea, no, I could not diagnose 
that. I have a hard time diagnosing the mother 
patch, anyway, when it is present alone. 

Dr. Sams was nice enough not to remind us 
that we were unable to see larva migrans in situ. 
We have been universally unsuccessful also in 
seeing the parasites in situ of the now rare disease 
of scabies. I think these may be possible later on 
with tracer studies. 

The suggestion of a long dental arm is rather 
interesting, because we are trying now to fix up a 
microscope for your examining room table which 
will ke simple and portable and which will use 
the extension, like the grenz ray, or the telephone 
type of bracket. The problem has been to secure 
adequate illumination to go with the microscope, 
so you don’t have to depend on your office lamp 
or the fluorescent lights, or day light. These do 
not provide an adequate amount of illumination. 
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Kaposi’s Varicellitorm Eruption 


‘GEORGE B. SEXTON, M.D., C.M., London, Ont. Canada; NICHOLAS A. LABZOFFSKY, D.V.Sc., and 


WILLIAM G. ROSS, Toronto 


In the present communication, two cases 
of Kaposi’s varicelliform eruption occurring 
in adults will be described. The first ended 
fatally, and specialized animal laboratory 
studies or autopsy findings were nonobtain- 
able. From the second case a viral agent 
from the cutaneous lesions was isolated. 
Detailed comparative studies of the isolated 
virus with that of vaccinia are recorded. 


A review of the literature reveals a diver- 
sity of opinion as to the etiological agent in 
Kaposi’s varicelliform eruption. The avail- 
able evidence indicates that the condition 
may be provoked by at least two viruses, 
either vaccinia or herpes simplex, the latter 
bring most frequently encountered. It has 
also been suggested by some workers that 
other viruses may be responsible for a 
clinically similar condition,* ~* proof of 
this is still lacking. 

That the condition may be caused by the 
virus of herpes simplex has been conclu- 
sively demonstrated by a number of work- 
ers who isolated the virus from cutaneous 
lesions of their patients and in some cases 
also demonstrated a rise in herpes-neutraliz- 
ing antibody titer during convalescence.*1% 


One of the first workers to present evi- 
dence that vaccina virus may be the etiolog- 
ical agent was Freund ** who demonstrated 
Guarnieri bodies in the cornea of a rabbit 
inoculated with vesicular fluid from cutane- 
ous lesions of his patient. Freund’s observa- 
tions since have been confirmed by a number 
of workers either by isolation of the virus, 
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1,15,16 demonstration of Guarnieri bodies in 
the skin lesions of the patients,*!* or by 
serc’ogy, using patient’s crusts as an anti- 
gen.*}?9 On the whole, however, the evidence 
that true vaccinia virus may be responsible 
for this condition is lacking since in no 
instance the detailed studies of comparison 
of the isolated virus with that of vaccinia 
were carried out. The conclusions were 
based either on serological cross reaction or 
on histological picture of the lesions. 


Report of Cases 


Case 1.—A man, aged 30 years, was in excellent 
general health except for periodic bouts of atopic 
eczema since birth. He was admitted to the Strat- 
ford General Hospital on April 1, 1948. Prior to 
admission he had been suffering from an acute 
flare of eczema involving his face and neck. The 
day prior to the onset of symptoms he was kissed 
on the cheek by his wife, who was suffering from 
a cold sore of the lips. The next day he felt a 
burning, itching feeling on the side of the face 
and neck which kept him awake that night. When 
he was seen the following day by his family physi- 
cian, his temperature was 101.2 F, and it was felt 
that he had an infected eczema. Two days later 
t+e eruption had become markedly activated and 
the temperature was 104.1 F. He was immediately 
admitted to hospital for penicillin therapy, and a 
diagnosis of chicken pox with secondary infection 
was entertained. 


The temperature ranged from 103.1 to 104.1 F 
at this time and was associated with innumerable 
vesicular pox appearing maitly on the face and 
shoulders, and occasional discrete lesions on the 
exposed hands, but chiefly on the face and collar 
about the neck, with marked adenopathy. Cultures 
of the vesicular fluid revealed no growth. Very 
shortly the lesions became pustular and centrally 
umbilicated, and associated with a thin red peri- 
pheral halo. The temperature became septic, with 
delirium and extreme restlessness. 


A dermatological consultation was requested on 
April 4 (three days after admission), and the 
clinical diagnosis of Kaposi’s varicelliform erup- 
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tion was made. At this time, in addition to the 
above findings, the patient showed evidence of 
central nervous system manifestations with stiff 
neck and Kernig’s sign present. There was marked 
hemoconcentration, but leukocytosis was not a 
feature. Large doses of penicillin and sulfathiazole 
had not altered his condition in any way, and in- 
travenous supportive therapy had little or no ef- 
fect on the extreme dehydration. Local compresses 
with penicillin and potassium permanganate had 
no effect in controlling the spread of the eruption. 
Plasma was now administered, and snake venom, 
0.2 cc. of 1:3000 dilution, seemed to give temporary 
improvement only. He died at midnight, April 7, 
1948. 


Comment.—The reporting of this case and 
the one to follow emphasizes the ever present 
danger of such a complicating tragedy oc- 
curing on an atopic eczema eruption in 
adult life as well as in children. The im- 
portance of educating both physicians and 
patients as to the significant dangers of 
casual contact with the virus of herpes sim- 
plex and smallpox is obvious. It is regret- 
able indeed that intensive studies could not 
have been carried out on this patient. 

Case 2 (Figs. 1, 2, 3.)—A 36-year-old man 
has had atopic eczema all of his life. During the 
last 10 years he has been admitted to the hospital 
on a number of occasions with bouts of asthma, 
hay- fever, eczema, and bronchial pneumonia. 

Two weeks prior to the onset of symptoms, his 
son was vaccinated, with an excellent primary take 
occurring in 10 days. According to the patient’s 
wife, she had cleansed the inoculated site of her 
son’s arm with a wash cloth, and shortly thereafter 
her husband, who was in an active flare of eczema- 
tization at the time, used the same cloth to wash 
his face and body. Two days before admission 
to hospital he experienced a burning sensation and 
pain in the legs, followed by a blistery eruption 
which spread rapidly from the legs to ‘the trunk 
and face. The face became swollen, edematous, 
with complete closing of the eyelids. The tempera- 
ture rose to 103. He was admitted to the Sarnia 
General Hospital on July 6, 1953. At this time the 
skin was diffusely covered with discrete and con- 
fluent vesicular lesions. The edema, swelling, and 
vesiculation were particularly marked on the face 
and neck, with regional adenopathy. The tempera- 
ture ranged between 103 and 104 F, and the patient 
showed extreme signs of toxemia. 

On July 8 a dermatological consultation was 
requested, and the diagnosis of Kaposi’s varicelli- 
form eruption was made.  Chlortetracycline 
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(Aureomycin), 2 gm. per day, was administered, 
together with local saline compresses and with 
multiple transfusions from his wife, who had had 
previous vaccination. The lesions went through 
the normal course of evolution of a varicelliform 
eruption—vesicular oozing, drying and crusting, 
and. finally scab. formation. 
gradually subsided to normal on July 10. The 
general physical examination throughout was nor- 
mal, and blood investigation was negative except 
for a sedimentation rate of 60 mm. in one hour 
and a white blood cell count of 18,200. 


Vesicular fluid from the acute cutaneous lesions 
was sent to the virus laboratory, Ontario Depart- 
ment of Health, where a viral agent belonging 
to the variola-vaccinia group was isolated from 
the specimen by inoculation of chorioallantois of 
developing chick embryo. 

The patient subsequently was proved by vaccina- 
tion to be immune to vaccinia virus. 


Virus Studies 


Laboratory Data—From cutaneous lesions of 
the patient described above a viral agent was iso- 
lated by inoculation of chorioallantois of the de- 
veloping chick embryo. This agent was found to 
be nonpathogenic for rabbit by any of the routes 
tried, but was capable of producing pock lesions 
on the chorioallantoic membrane which were in- 
distinguishable from those produced by vaccinia 
virus, 

The isolated virus was identified as belonging 
to the variola-vaccinia group through host sus- 
ceptibility, histologic picture of the lesions ob- 
tained, in the chorioallantoic membrane, and sero- 
logical and immunological studies. 


Material and Methods——Animals: Animals used 
in various tests were rabbits, white mice and de- 
veloping chick embryos. Rabbits used were ap- 
proximately 3 months old. A previous exposure 
of rabbits to vaccinia was ruled out by complement- 
fixation tests. Mice of either sex weighing ap- 
proximately 18 gm. were used for intracerebral 
inoculation. Corneal and intracerebral tests were 
performed while the animals were under full ether 
anaesthesia. 

Inoculums: (a) Fluid from punctured fresh 
vesicles on the patient’s skin was taken up by 
sterile cotton swabs. The swabs were shipped to 
the laboratory in a dehydrating tube over phos- 
phorus pentoxide. On arrival the two swabs were 
soaked in 1 cc. of 0.85% NaCl solution containing 
500 units of penicillin and then macerated in a 
grinding tube. The material was next centrifuged 
for 5 minutes at 1500 rpm, and the supernatant 
was inoculated on the scarified cornea of a rabbit 
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Fig. 5.—Guarnieri bodies of 414 virus in Fig. 6.—Rabbit’s back. One side scarified with 
chorioallantoic membrane 72 hours after inocu- vaccinia virus and the other with 414 virus, 
lation. showing the variations in lesions produced. 
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and on the dropped chorioallantoic amen of 
six 12-day-old chick embryos. 

(b) Infected chorioallantoic membranes, testi- 
cular tissue, nicticating membranes, and brains used 
in various tests were prepared as a 10% suspension 
in sterile 0.85% NaCl solution, and supernatant, 
after light centrifugation (1500 rpm for 5 
minutes), was used as a source of virus. 

All inocula were tested for bacteriological 
sterility on blood agar plates. 

Neutralization Test: Neutralization tests were 
performed on chorioallantoic membranes, employ- 
ing the pock-counting method.? The source of virus 
used in the tests was approximately diluted super- 
natant fluid obtained by light centrifugation of 
infected membrane suspension. Usually the dilu- 
tion of virus was kept constant and dilutions of 
antiserum varied. The diluent for the virus and 
antisera used was 0.85% NaCl solution containing 
5% normal rabbit serum. The serum-virus mix- 
tures were left in contact for one hour at room 
temperature, and then 0.1 cc. of a given mixture 
was inoculated on chorioallantois. Several eggs 
were used for each virus-serum mixture. After 
three days of incubation at 37 C the membranes 
were carefully removed, and to facilitate counting 
each membrane was spread in a Petri dish contain- 
ing formol-saline. 

Complement-Fixation Test: Infected chorioal- 
lantoic membranes were used as a source of anti- 
gen. The method of preparation of the antigen 
and technique of the test used were those described 
by Smadel.” 

Known Vaccinia Virus: The C. L. strain of 
vaccinia virus, obtained through the courtesy of 
the Connaught Medical Research Laboratories, was 
used in this -work as a standard strain for com- 
parison. 

Isolation of the Virus.—Rabbit: No signs of 
keratitis were observed. The rabbit was killed 72 
hours after inoculation, and the eye and the nicti- 
tating membrane were removed. No obvious lesions 
were noted when the eye was examined with hand 
lens after the treatment with sublimate (mercury 
bichloride) and 70% alcohol. Guarnieri bodies, 
likewise, were not demonstrable in the hematoxylin- 
eosin stained sections of the cornea. Emulsion of 
the nictitating membrane was repassaged to an- 
other rabbit by corneal route, with negative re- 
sults. 


After 72 hours of incubation at 37 C the in- 
oculate.1 chick embryos remained alive. The mem- 
branes exposed at the end of this period appeared 
thickened over the inoculated area, grayish in 
color, and opaque. Some evidence of congestion 
was observed, but no definite sign of hemorrhage 
was noted. Numerous, discrete, sharply elevated, 
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whitish, opaque pocks 1 to 3 mm. in diameter were 
scattered over the affected area. The lesions on 
the whole had close resemblance to those produced 
by vaccinia virus (Fig. 4). 

Three of the collected membranes were stored 
in the dry-ice cabinet as a stock material; one was 
sectioned for histological study, and the remaining 
two membranes were reserved for serological 
study. Direct smears prepared from a portion of 
one of the membranes and stained by the alkaline 
methyl violet method of Gutstein™ revealed. the 
presence of elementary bodies which morphologi- 
cally and tinctorially resembled those of vaccinia 
found in the similar preparations. 

Eosinophilic inclusion bodies were readily seen 
in the hematoxylin-eosin-stained sections of the 
membrane. These inclusions appeared in the cyto- 
plasm of the ectodermal cells as well circum- 
scribed, bright red bodies varying in size. 
Occasionally two or three inclusions were observed 
in the cytoplasm of an individual infected cell 
(Fig. 5). 

The inclusion bodies observed were indistinguish- 
able from Guarnieri bodies seen in sections of 
membranes infected with vaccinia virus. 

Two of the membranes reserved for the sero- 
logical study were ground with physiological 
saline into 10% suspension and lightly centrifuged. 
Two-fold dilutions of the supernatant were made 
in the physiological saline starting with 1:2 (taking 
the primary dilution of 1:10 as “undiluted”), 
through to 1:64, and were tested against known 
antivaccinia immune rabbit serum by complement- 
fixation technique. The infected membrane antigen 
was found to fix complement in the presence of 
vaccinia antiserum, the highest dilution of the 
antigen which gave complete (4+) fixation being 
132. 

On the basis of the appearance of the lesions 
on chorioallantoic membrane, the type of inclusions 
observed and serological findings, the isolated virus 
was reported as belonging to the variola-vaccinia 
group. For complete identification a number of 
experiments were performed, which are reported 
below. 

For convenience the isolated virus henceforth 
will be referred to as 414 virus, 414 being the 
laboratory number of the specimen. 


Characteristics of the Isolated (414) Virus.— 
To determine some of the characteristics of the 
414 virus, its behavior in rabbit, mouse, and de- 
veloping chick embryo was investigated, and its 
serological and immunological relationship to 
vaccinia virus was further studied through comple- 
ment fixation, neutralization, and protection tests. 
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In Rabbit: Several rabbits were used to deter- 
mine the pathogenicity of this agent for rabbit by 
different routes. 

(a) Corneal route. Corneal imoculation of a 
normal rabbit with supernatant of emulsified in- 
fected membrane from the second egg passage 
again gave negative results. 

(b) Intradermal route. Tenfold dilutions of 
the same material inoculated intradermally into a 
normal rabbit produced inflammatory lesions up 
to and including the dilution of 1:10% These 
lesions reached their maximum size (10X10 mm. 
in 1:10* (dilution) by the fifth day and then faded 
away without leaving any mark. Vaccinia virus, 
several dilutions of which were inoculated at the 
same time on the other half of the rabbit’s back, 
produced quite different lesions, which were char- 
acterized by vesiculation of the center of the lesion 
and subsequent necrosis (Fig. 6). Serial passage 
of intradermal lesions from rabbit to rabbit failed 
to establish the virus in this host. 


(c) Intratesticular route. Initial inoculation of 
a normal rabbit intratesticularly with the super- 
natant of emulsified infected chorioallantoic mem- 
brane produced moderately intense inflammatory 
reaction, and the virus was isolated on the third 
day after inoculation from the infected testicle 
on the chorioallantois. Second testicular passage 
resulted in a very mild reaction. Only a few pocks 
were obtained on the chorioallantois inoculated 
with an emulsion of that testicle. Third serial 
testicular passage failed to produce obvious in- 
flammatory reaction, and no virus was demon- 
strable in the inoculated testicle by chorioallantoic 
technique. 

(d) Scarification. Shaven skin of a normal 
rabbit was scarified with copper mesh and inocu- 
lated with an emulsion of : infected membrane. 
Nonspecific inflammatory reaction disappeared 
after the third day, and there was no sign of a 
take. 

In Mice: A group of 18 mice was inoculated 
intracerebrally with 1:10', 1:10*, 1:10°, dilutions of 
infected chorioallantoic membrane, using six mice 
per dilution. All inoculated animals died four to 
seven days after inoculation. Attempts to repassage 
the virus by inoculation of an emulsion of infected 
mouse brain into another group of mice gave 
negative results. 

In Eggs: The first three-four passages produced 
typical pock lesions on the chorioallantois. After 
that the pathogenicity for this host apparently 
increased, resulting in a generalized, fatal infec- 
tion. At this stage the lesions on the infected 
membrane appeared in the form of a confluent, 
granulomatous patch surrounded by a clear and 
edematous zone. Further, the virus could be re- 
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covered from allantoic fluid, membranes, and yolk 
sac of the embryo, and the infection could be 
initiated by any route. The majority of the inocu- 
lated eggs were usually found dead by the fifth 
day after inoculation. However, it was observed 
that one or two testicular transfers in rabbit 
would reduce the pathogenicity of this virus for 
eggs, and typical pock lesions again would be pro- 
duced for the next three or four passages without 
bringing about the death of the embryo. 


Serology.—(a) Complement Fixation Test: 
Serum of a rabbit immunized with an emulsion 
of rabbit’s testicle infected with 414 virus fixed 
complement in the presence of vaccinia-infected 
membrane antigen. The titer of the serum was 
found to be approximately the same when titrated 
against either vaccinia or 414 antigens, as il- 
lustrated in Table 1. 


TABLE 1—Complement Fixation Test with 414 
Antiserum and Vaccinia and 414 Antigens 








Serum 1: 8 16 34 64 128 
Vaccinia 
antigen se ae ais AG i Som cap Na a + 


4i4antign ++++ ++++ ++++ +++ 9 - 





For simplicity the usual controls were excluded 
from Table 1. The antigens employed were in- 
fected membranes diluted 1:8 after primary dilu- 
tion of 1:10. This dilution, as determined before- 
hand, contained at least 2 units of antigen. The 
slight difference between the two titers. obtained 
could be attributed to either technical error or a 
slight difference in the potency of the two anti- 
gens. 

(b) Neutralization Test: As was mentioned 
elsewhere, all neutralization tests were performed 
on chorioallantoic membranes, employing _ the 
pock-counting method. One of the experiments is 
recorded in Table 2. 

In this experiment heat-inactivated vaccinia anti- 
serum was so diluted as to give final concentration 
when mixed with an equal volume of virus 1:10, 
1:100, and 1:250. Dilution of vaccinia and 414 
viruses was kept constant (1:10‘ final). As a 
control the parent dilution of virus in each case 
was mixed with an equal volume of 5% normal 
rabbit serum in 0.85% NaCl solution. Six eggs 
were used for each virus-serum mixture. After 
three days of incubation the membranes were re- 
moved and the pocks counted. 

It will be seen from Table 2 that there was a 
very considerable reduction in the number of pocks 
on the membranes inoculated with the virus-im- 
mune serum mixtures as compared with the cor- 
responding controls. The 414 virus in_ this 
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Tasie 2.—Neutralization Test with Vaccinia Antiserum and Vaccinia and 414 Viruses 











Vaccinia Antiserum Normal Serum Virus 
1:10 1:100 1:250 Control 
No. of No. of No. of No. of * 
Virus 1:104 Pocks Average Pocks Average Pocks Average Pocks Average 
414 Virus 3,1,5,2,0,4* 2.5 7,4,6,9,8,8 7 13,15,11, 12 46,53,38, 46.5 
10,14,12 51,49,42 
Vaccinia Virus 2,3,4,0,1,1 1.8 7,8,9,11,8,6 8.1 10,11,13, 11.1 31,36,40, 35.1 
11,10,12 33,41,30 


iy Sy 





* Figures represent number of lesions per membrane. 


experiment was neutralized by vaccinia antiserum 
to approximately the same degree as vaccinia 
virus. 

(c) Immunity Tests: Normal rabbit immunized 
with one injection via testicular route with an 
emulsion of 414-infected membrane subsequently 
proved to be immune to at least 10° M. I. D. of 
vaccinia virus. 


Comments 


A viral agent isolated from a case of Ka- 
posi’s varicelliform-eruption has been dem- 
onstrated to belonging to the variola-vaccinia 
group. From the results obtained it cannot 
be definitely stated that the isolated virus 
is either vaccinia or variola. Serologically 
and immunologically the virus in question 
cannot be distinguished from vaccinia. 

However, behavior of this virus in rabbit, 
mice, and developing chick embryo indicates 


that it possesses characteristics some of 


which are peculiar to vaccinia and some to 
the variola virus. Thus its lack of pathogeni- 
city for rabbit by different routes puts it in 


‘a closer relationship to variola rather than 


vaccinia virus. Inability of the virus to 
propagate serially in mouse brain again dif- 
ferentiates this virus from vaccinia and em- 
phasizes further its resemblance to variola 
virus. 

On the other hand, its behavior in the de- 
veloping chick embryo swings the pendulum 
of resemblance in favor of vaccinia virus. 
This is indicated by the fact that the lesions 
it produces on the chorioallantois are indis- 
tinguishable from those produced by vac- 
Cinia virus. The high mortality rate and the 
tendency to the generalized infection it in- 
duces in the chick embryo gives it character- 
istics peculiar to vaccinia rather than variola 
virus. 
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In view of the above, therefore, this agent 
cannot be classified as either true vaccinia 
or true variola, but rather as a variant of 
one of these viruses. Since variola is un- 
common in this country, one would be in- 
clined to assume that 414 virus is a variant 
of vaccinia, especially in view of the fact 
that the patient had contact with a recently 
vaccinated son. 

The question naturaliy arises: How many 
reported cases of Kaposi’s varicelliform 
eruption which were attributed to vaccinia 
virus were actually caused by true vaccinia 
virus and how many by a variant like 414? 
In positive findings the conclusions drawn 
were based either on positive Paul’s test, on 
demonstration of Guarnieri bodies: in the 
sections of skin, on positive serological re- 
actions with patients’ crusts, or on subse- 
quent immunity to vaccination after 
recovery. On the whole there is no con- 
vincing evidence presented in any one case 
to justify one in ascribing Kaposi’s varicelli- 
form eruption to true vaccinia virus, Actual- 
ly too few attempts have been made to 
establish vaccinia as the causal agent, and 
in cases where virus was isolated no de- 
tailed studies of comparison of the isolated 
virus with that of vaccinia were made. Ac- 
cording to Gordon** before the isolated 
virus could be identified as vaccinia the fol- 
lowing criteria must be fulfilled: 

1, Inoculation of the material from the patient 

into a normal rabbit by intradermal and 


scarification routes must produce typical vac- 
cinia lesions. 


2. The isolated virus when inoculated into a 
rabbit must produce immunity to subsequent 
challenge with vaccinia virus. 

3. The virus in question must be neutralized by 
known. vaccinia antiserum. 
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4. Antigen prepared from the material containing 
the virus must fix complement in the presence 
of antivaccinia immune serum. Additional 
confirmation is afforded by the demonstration 
of Guarnieri and Paschen bodies. 

Up to the present, to our knowledge, all 
of these conditions have not yet been ful- 
filled by any one case, and therefore it would 
not be justifiable to dogmatically attribute 
such cases to true vaccinia virus. The avail- 
able evidence tempts one to ascribe this 
syndrome to a variant of vaccinia rather than 
true vaccinia virus, especially in view of the 
fact that vaccination is 1 widely employed 
procedure and infantile eczema is a com- 
mon disease, yet Kaposi’s varicelliform erup- 
tion remain a relatively rare condition. 
According to Fries et al.?> up to 1949 only 
104 cases were reported in the literature, 
many of which were proved to be due to 
herpes simplex. Against the true vaccinia 
being the etioligic agent of Kaposi’s vari- 
celliform eruption also is the fact that post- 
vaccinal eruptions in general are rare. 
Estimates have placed its occurrence, ac- 
cording to Ross,?* as 1 in 20,000 to 1 in 
96,000. 


Summary 


A case of Kaposi’s varicelliform eruption 
in an adult with atopic eczema is described. 
Prior to the onset of the disease the patient 
was in indirect contact with his recently 
vaccinated son. 

A viral agent isolated in this case was 
identified as belonging to the variola-vacci- 
nia group. The isolated agent possesses 
some of the characteristics which pertain 
more to variola than’ vaccinia and some 
which are inherent in vaccinia virus. Thus 
its lack of pathogenicity for rabbits by any 
of the usual routes and inability to propa- 
gate serially in mouse brain puts it in closer 
relationship to variola than to vaccinia. On 
the other hand, its resemblance to vaccinia 
is manifested by high pathogenicity for 
chick embryo and the appearance of lesions 
on the chorioallantois. 

A fatal case of Kaposi’s varicelliform 
eruption is also reported in a man suffering 
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from an acute flare of atopic eczema in con- 
tact with herpes simplex virus. 

The title “Kaposi’s varicelliform erup- 
tion” is preserved, since it represents the 
clinical manifestations common to all such 
variable etiological agents and is already a 
landmark in the reference literature. 

455 Waterloo St. 


Addendum 


A third, fatal case, the exact replica 
in appearance of the above two patients, 
was observed in October, 1956, by one of 
us (GBS). This man, aged 28 years, in 
an acute flare of atopic eczema, slept 
with his recently vaccinated son. A 
virus has been isolated, on which similar 
laboratory investigation is progressing. 
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Pathergic Granulomatosis 


Report of Two Cases Formerly Designated Wegener's Granulomatosis and 


Malignant Granuloma of the Face 


THOMAS H. STERNBERG, M.D.; JOHN REYNOLDS, M.D., and ROBERT H. ZEILENGA, M.D., Los Angeles 


An editorial in a recent issue of The 
American Journal of Medicine proposed 
the diagnosis of “pathergic granulomatosis” 
for a group of conditions characterized by 
necrotizing granulomata and angiitis and 
involving multiple tissues or single organs. 
The author, Robert Fienberg,! considered 
Wegener’s granulomatosis as an example of 
disseminated pathergic granulomatosis and 
suggested that idiopneumonic granulomato- 
sis, pneumonitis of the cholesterol type, 
eosinophilic granuloma of the lung, and 
Cogan’s syndrome are examples of the focal 
type. 

The purpose of this article is to report 
two cases which we believe are instances 
of pathergic granulomatosis, one dissemi- 
nated and the other focal. The disseminated 
case fulfills the clinical and pathologic cri- 
teria associated with Wegener’s granulo- 
matosis. The focal case was diagnosed as 
malignant granuloma of the face, but we 
believe it may be an additional example 
of a focal pathergic granulomatosis not 
mentioned by Fienberg. 

This report also includes a consideration 
of the skin and mucous membrane manifes- 
tations of pathergic granulomatosis and a 
discussion of current therapy. 


Report of Cases 


Case 1—A 29-year-old white insurance sales- 
man noted onset in 1952 of frequent “head colds” 
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with nasal obstruction. During the first three 
months of 1953 he had a continuous “runny nose” 
with watery, blood-streaked secretions, nasal sore- 
ness, and difficulty in breathing through his nares. 
In March, 1953, he developed bilateral otitis media, 
severer on the right, which was treated by myrin- 
gotomy. Early in 1954 the patient noticed a gradual 
swelling of the bridge of the nose and a progressive 
depression of the midportion of the nose following 
necrotic ulcerations of the nasal structures. In 
August, 1954, the patient had a sudden onset of 
painful, migratory polyarthritis starting in the 
right foot and subsequently involving his fingers, 
neck, shoulders, and knees. These symptoms pro- 
gressed, and in August, 1955, the patient began to 
notice increasing loss of energy and progressive 
hoarseness with persistence of the nasal crusting 
and discharge. At about the same time he de- 
veloped a chronic cough productive of varying 
amounts of blood-tinged sputum. In November, 
1955, small petechial hemorrhages developed under 
the fingernails and on the skin of the legs. In 
December, 1955, transient tender nodules appeared 
along the course of the major veins of the fore- 
arms and the legs. During 1954 and 1955 the 
patient received intermittent courses of various 
antibiotics, corticotropin (ACTH) and cortisone. 

Past History.—The patient developed a_persis- 
tent acne at the age of 14. He spent two years 
(1944-1946) in the Merchant Marine, traveling 
through Europe and Southeast Asia. In 1947 he 
spent three months traveling through Guatemala 
and El Salvador. 

Physical Examination.—Initial examination in 
November, 1955, disclosed the patient’s weight was 
85.2 Kg. (188 Ib.), temperature 37.2 C, (99 F), 
pulse 100, respirations 22, and blood pressure 
134/90. He presented a “moon facies” and a marked 
saddle-nose deformity (Fig. 1). There were papulo- 
pustular acneform lesions of the face, chest, back, 
and shoulders. He had multiple petechiae on both 
lower extremities, on the tip of the left second 
finger, and a splinter hemorrhage under the nail 
of the same finger. There was moderate crusting 
and ulceration of the nasal mucosa and atrophy 
of the turbinates. There was in front a granu- 
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Fig. 1 (Case 1).—Saddle-nose deformity. 


lomatous nodule in the sphenoethmoidal recess and 
an ulcer on the posterior portion of the right 
turbinate. Cardiomegaly, friction rub, murmurs, 
hepatomegaly, and splenomegaly were not found. 

Laboratory Data.—The white blood count was 
18,350/cu. mm. with a differential of 74% neutro- 
phils, 17% lymphocytes, and 9% monocytes. The 
red blood count was 3,500,000/cu.. mm. The per- 
centage of packed red blood cells was 37. The 
mean corpuscular volume was 72. The mean 
corpuscular hemoglobin was 21. The mean cor- 
puscular hemoglobin concentration was 38. The 
platelet count was 672,000/cu. mm. The bleeding 
time was 30 seconds. The clotting time was 7 
minutes (Lee White). The Rumpel-Leede test 
was negative. The lupus erythematosus cell test 
Was negative. The C-reactive protein was 4+. 
The blood urea nitrogen was 87 mg/100 cc. The 
honprotein nitrogen was 142 mg/100 cc. The 
creatinine was 3.3 mg/100 cc. The uric acid was 
6.0 mg/100 cc. The antistreptolysin titer was 50 
Todd units. The total protein was 6.8 gm/100 cc. 
(albumin 2.8 gm/100 cc., globulin 4.0 gm/100 cc.). 
The prothrombin time was 90%. The cephalin 
flocculation was negative. The thymol turbidity 
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was 1 unit. The sulfobromophthalein (Bromsul- 
phalein) test revealed 11% dye retention after 45 
minutes. The serum sodium was 137.2 mEq/L. 


The serum potassium was 5.01 mEq/L. The 
VDRL was nonreactive. The urinalysis showed a 
specific gravity of 1.015, pH 5, negative sugar, and 
3+ protein. Microscopic examination showed 5-10 
white blood cells per high-power field, numerous 
red blood cells, and red blood cell and white blood 
casts 


cell casts. The Addis count 
8,880/9 hours, white blood cells 
and red blood cells 13,984,000/9 | 
Jones protein was negative. ‘Four ~ 
were sterile. Bacteriological cultures of the a 
septum grew a Micrococcus pyogenes, var. aureus, 
hemolytic, coagulase-negative. Acid-fast bacilli 
were not found on nasal culture. Mycological 
cultures. were negative. The stool examination was 
strongly positive for occult blood. Skin tests with 
PPD 1 and 2, blastomycin, coccidioidin, and histo- 
plasmin were all negative. The electrocardiogram 
was within normal limits. Roentgenograms of the 
chest on Dec. 7, 1955, revealed a diffuse nodular 
and reticular pathological process involving both 
lung fields, more marked on the right (Fig. 2). 
A repeat chest film taken on Jan. 25, 1956, showed 
the lung fields to be clear. A chest roentgenogram 
taken March 7, 1956, showed a few fibrous strands 
in. the right lower lobe but was othérwise negative 
(Fig. 3). Roentgehograms of the skull and the 
hands were normal. Upper gastrointestinal radio- 


showed: 





Fig. 2 (Case 1).—Chest roentgenogram show- 
ing diffuse. nodular and reticular changes in both 
lung fields. 








graphic studies were negative in November, 1955, 
although a subsequent examination in May, 1956, 
revealed evidence of a duodenal ulcer. 


Fig. 3 (Case 1).—Chest roentgenogram three 
months after prednisone therapy. 


Fig. 4 (Case 1).—From a telangiectatic lesion 
showing aneurysmal dilatation of the blood vessels 
deep in the cutis. Hematoxylin and eosin; reduced 
1/3 from mag. X 140. 
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The following histologic interpretation of the 
biopsies was furnished by Dr. Louis H. Winer, 
of our staff: 

“A specimen removed for biopsy from the 
mucosa of the nose, sectioned and stained with 
hematoxylin and eosin, showed histologically that 
the mucosa was acanthotic in some areas, whereas 
in other areas it was eroded and absent (Fig. 4). 
A sinus formation can be seen leading under the 
epithelium into the cutis. The epithelium above this 
cutis is acanthotic. The underlying cutis is re- 
placed completely by a sharply bordered granuloma 
which involves the mid and lower cutis and con- 
sists of polymorphonuclear leucocytes, eosinophils, 
plasma cells and an occasional giant cell. Numerous 
eosinophils are also seen. Many capillaries within, 
and at ‘the border of the granuloma, show intimal 
proliferation, as well as hyalinization of- their walls 
with obliteration of the wall markings. The gran- 
uloma has completely replaced the involved cutis 
and appears as though it were a nest of epithelioid 
cells which has been infiltrated by eosinophils, 
plasma cells, polymorphonuclear leucocytes and 
lymphocytes. Suppuration also is observed in the 
more superficial portion of the involved tissue. 

“Another microscopic section from the mucous 
membrane of the nose shows an eroded mucous 
membrane overlying an acutely suppurative pro- 
cess in*the cutis (Fig. 5). At the borders of the 


Fig. 5 (Case 1).—Showing ulceration of the 
mucosa and giant-cell granuloma formation. 
Hematoxylin and eosin; reduced 1/3 from mag. 
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erosion only basal ridges of mucous membrane 
are seen. The center of the erosion has a granu- 
lomatous process consisting of dilated, newly 
formed eapillaries lying in a stroma of loose con- 
nective tissue which contains a diffuse infiltrate 
of many plasma cells, numerous polymorphonuclear 
leucocytes and a few eosinophils. An occasional 
giant cell can be seen. The vessels in the deeper 
cutis are characterized by hyalinization of their 
walls which blend with the connective tissue with 
which they are practically homogenized. A number 
of vessels also contain microabscesses in their 
lumens.” 


Treatment and Course——Beginning in December, 
1955, the patient received’ 50 mg. of prednisone 
daily. This dosage has been gradually reduced to 
a maintenance dose of 10 mg. daily. Additional 
therapy included potassium chloride, ferrous sul- 
fate, ascorbic acid, antacids, multivitamins, acetyl- 
salicylic acid, penicillin, and erythromycin. Before 
discharge from the hospital the patient received 
two blood transfusions. Following discharge he 
developed a cellulitis of the right ear and a parony- 
chia of the right first toe, which were treated 
successfully. with compresses, penicillin, and ery- 
thromycin. The chest plates of Jan. 25, 1956, 
and March 7, 1956, have shown remarkable clear- 
ing of the lung fields. The blood urea iutrogen 
has fallen from 87 mg/100 cc. to 32 mg/100 cc. 
on a fluid intake of 3,000 cc/day. His diet has 
included no more than 2 gm. of sodium chloride 
a day. The most impressive benefit has been the 
complete control of severe arthralgia and myalgia 
with gradually reduced doses of prednisone. 


Case 2.—A 30-year-old Negro male cement-mill 
worker noticed a small, painless, gradually en- 
larging “tumor” near the inner canthus of the 
right eye in May, 1955. The lesion continued to 
enlarge and spread over the midline of the nose 
and began to ulcerate. The patient was first seen 
by us on Oct. 28, 1955, at the time of admission 
to the hospital. Prior treatment had consisted of 
local hyaluronidase injections, steroids, and dif- 
ferent antibiotics, without any significant effect 
on the growth of the tumor. 


Past History.—The patient had measles, mumps, 
and chicken pox in childhood. In 1953 he had 
gonorrhea, which was treated with a sulfonamide. 
Operative procedures included a repair of fistula- 
in-ano in February, 1954, incision of an anal ab- 
scess in 1947, and a tonsillectomy in 1947. 

He has had occasional frontal and parietal head- 
aches with tinnitus since the present illness, with 
partial obstruction of the nose, frequent “head 
colds” and sore throat. There has been a 10 Jb. 
weight loss in the last two months. 
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Physical Examination.—Initial examination dis- 
closed the patient’s temperature was 38 C (100.4 
F), pulse 100, respirations 20, and blood pressure 
115/75. There was a firm, protruding tumor ap- 
proximately 7X8 cm. in diameter, with a black 
ulcerated crust, involving the glabella and right 
inner canthus (Fig. 6). The border was rolled 
and hard. The tumor extended about 4 cm. up into 
the forehead and projected 1 cm. above the level 
of the skin. There were soft 1 cm. suboccipital 





Fig. 6 (Case 2).—Front view. 


lymph nodes bilaterally, and 1-2 cm. firm lymph 
nodes in the axillary and inguinal areas bilaterally. 
The spleen was palpable three fingerbreadths be- 
low the left costal margin. The prostate was 
slightly tender and enlarged two times normal size. 
The remainder of the physical examination was 
within normal limits. 


Laboratory Data.—Bacteriological cultures of 
the lesion of the nose revealed beta hemolytic 
Streptococcus and a Micrococcus species which 
was coagulase-negative. Also gamma Streptococcus 
and diphtheroids were isolated. Repeated myco- 
logical cultures were negative. Sputum culture 
revealed alpha and gamma Streptococcus, Neis- 
seria, and nonhemolytic Micrococcus. Smears and 
cultures were negative for acid-fast bacilli. Three 
blood cultures were sterile. The urine examination 
was negative on numerous occasions. The white 
blood count on- repeated occasions was within 
normal limits. The differential showed an 11% 
eosinophilia on one occasion but was normal at 
other times. The hemoglobin was 12.6 to 14.1 gm/ 
100 cc. The percentage of packed red blood cells 
was 40 to 44.- The corrected sedimentation rate 
(Wintrobe) was 36 to 38 mm. in one hour. Blood 
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smears revealed target cells on several occasions. 
The sulfobromophthalein test showed 0% reten- 


tion. Alkaline phosphatase was 63-K. A. U.; 


acid phosphatase was 1.0 K. A. U.; calcium was 
5.4 mEq/L, and the total protein was 7.4 gm/100 
ce. (albumin 3.2 gm/100 cc., globulin 4.2 gm/100 
cc.). Paper electrophoresis of the serum showed a 





Fig. 7 (Case 2).—The surface epidermis and 
upper cutis practically uninvolved. Granuloma 
extends from the middle cutis down into the cutis. 
Hematoxylin and eosin; reduced 1/3 from mag. 
110, 


Fig. 8 (Case 2).— 
Showing replacement of 
fat lobule by infiltrate. 
Interlobular giant cells 
seen. Hematoxylin and 
eosin; reduced 1/5 from 
mag. ‘110. 
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slightly increased amount of y-globulin. The stool 
was negative for ova, parasites, and occult blood. 
Skin tests with histoplasmin, coccidioidin, blasto- 
mycin, and PPD 1 and 2 were all negative. The 
lupus erythematosus cell preparation was negative. 
The VDRL was nonreactive. Roentgenograms 
of the chest were normal. Roentgenograms of the 
skull and paranasal sinuses revealed irregular de- 
struction of the nasal bone. 

The following interpretation of a biopsy of the 
lesion on the forehead was furnished by Dr. Louis 
H. Winer, and is illustrated by Figures 7 to 12: 

“The specimen removed from the forehead, 
sectioned and stained with hematoxylin and eosin, 
showed on microscopic examination that the stra- 
tum corneum is hyperkeratotic. Plugs of keratin 
fill. dilated follicles whose walls are atrophic. 
These follicle contents consist of massive’ eosino- 
philic staining keratin surrounding a_ basophilic 
core of fibrillary keratin. The upper cutis appears 
normal. The mid cutis shows nests of degenerating 
sebaceous glands and hair follicles which are sur- 
rounded by cellular infiltrate consisting of plasma 
cells, lymphocytes, polymorphonuclear leucocytes 
and large nucleated reticuloendothelial cells. The 
vessel walls of the capillaries are hyalinized. The 
endothelium of these vessels stains dark red. This 
inflammatory granulomatous process with well 
circumscribed borders extends through the entire 
lower cutis down into the subcutaneous fat where 
it has replaced the fat. The infiltrate in the lower 
cutis is more dense and consists of numerous re- 
ticuloendothelial cells, lymphocytes, polymorpho- 
nuclear leucocytes, plasma cells and a_ few 
eosinophils. The cytoplasm of the infiltrating cells 
is granular and basophilic. Between the lobules 
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of fat one can observe vascular disintegration 
containing in some lumens an organizing thrombus 
surrounded by bands of fragmented muscularis. 
In other areas the vessels show hyalinization of 
the intima and vessel wall with thrombosis and 
organization of the entire lumen. These vessels 
are surrounded by a perivascular infiltrate of 
lymphocytes, plasma cells and polymorphonuclear 
leucocytes. Cross sections of nerves showing 
disintegration and vacuolization of the neuro- 
fibrillar elements wtih absence of nuclei are seen 
in the granuloma. The connective tissue sheath 


surrounding the nerve, however, is quite eosino- 





Fig. 
Showing 


10 (Case 2).— 
vessel with 
peripheral clear spaces 
(cholesterol degenera- 
tion). Elastic lamella of 
intima discernible. Hema- 
toxylin and eosin; re- 
duced 1/5 from mag. X 
140. 
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philic and prominent. The granular degeneration, 
with the nests of plasma cells and polymorpho- 
nuclear leucocytes and the disintegrating blood 
vessels, all of which have replaced the normal fat 
lobules, is quite prominent.” 

Treatment and Course.—The patient was treated 
with courses of penicillin, dihydrostreptomycin, 
streptomycin, meth-dia-mer-sulfonamides (Triple 
Sulfa), and tetracycline. X-ray therapy totaling 
2.000 r (118 KV; 5 MA; 21/cm. FSD, 3 mm.Al) 
was given in fractionated doses. The patient was 
also given initial doses of 300 mg. of cortisone 
daily, which was gradually reduced to 100 mg. per 


Fig. 9: (Case: 2)— 
Showing vessel with en- 
dothelial proliferation and 
liquefaction degeneration 
of adventitia and _ cir- 
cumvascular connective 
‘tissue. Hematoxylin and 
eosin; reduced 1/5 from 
mag. X 110. 











Fig. 11 (Case 2).— 
Same as Figure 10, show- 
ing absence of elastic 
from periphery of ves- 
sel. Internal elastic lam- 
ella still retained. Elastic; 
reduced 1/5 from mag. 
x 140. 





He also received antacids, potassium: chlo- 
ride, and a low-salt diet. Early in December, 1955, 
the patient developed an acneform eruption on the 
face, neck, trunk, and upper extremities. 
Initially the necrotic granuloma continued to 


day. 


enlarge. However, improvement was noted be- 
ginning in late November, 1955, at which time he 
had received the total amount of x-ray and was 
receiving antibiotics and cortisone. His improve- 
ment continued, and he was discharged Jan. 6, 
1956, to return to his home for plastic revision 
of the defect. At this time he was afebrile, and 
the spleen was no longer palpable. 
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Fig. 12 (Case 2).— 
Elastic is absent in the 
granuloma but present in 
the interlobular unin- 
volved connective tissue. 
Elastic; reduced 1/5 
from mag. X 140. 


Comment 


In 1931 Klinger ? first described a patient 
manifesting the syndrome of destructive 
sinusitis, nephritis, and uremia. Wegener ** 
in 1936 and again in 1939 described a total 
of three additional cases which he believed 
represented a distinctive syndrome consist- 
ing of rhinitis, pneumonitis, and nephritis, 
which showed pathologically necrotizing 
granulomata of the respiratory tract, a gen- 
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eralized angiitis and focal glomerulitis. 
Subsequent authors *!° have classified the 
condition as various types of granulomata 
associated with polyarteritis, respirato-venal 
types of polyarteritis nodosa, allergic granu- 
lomata, and allergic angiitides. Fahey, 
Leonard, Churg, and Godman?! in 1954 
reviewed the available literature on Wegen- 
er’s granulomatosis and collected 22 cases, 
adding 7 of their own. They also demon- 
strated involvement of other organs, such 
as heart, pancreas, joints, and testes. They 
emphasized that the typical clinical syn- 
drome begins with a severe, often destruc- 
tive, sinusitis or rhinitis, or with a 
persistent pneumonitis accompanied or fol- 
lowed by signs of renal damage and gen- 
eralized vasculitis. The illness terminated 
fatally in all but one patient, who was being 
controlled with corticotropin and cortisone 
at the time of their report. 

Etiologically, no specific infectious agent 
has been shown to be causative of the dis- 
ease. Most authors agree that a state of 
hypersensitivity exists which is probably in 
the nature of an Arthus phenomenon. 

Our second patient presented a destruc- 
tive process which was considered as a 
malignant granuloma of the face. Levan 
in 1953 reviewed the extensive literature on 
this condition and reported two cases of his 
own. He considered the malignant granu- 
loma of the face to be an idiopathic lethal 
tumor of granulation tissue arising in the 
nose or palate following a clinical course 
characterized by a slow onset, gradual en- 
largement, and temporary remissions. In 
this disease syndrome the prominent path- 
ologic changes, according to Stewart,'* are 
those of chronic inflammation with prolifer- 
ation of endothelial cells, lymphocytes, and 
plasma cells. He stated that the inflamma- 
tory changes start in the subepithelial tis- 
sues, and the granulation tissue which 
follows is at first cellular and later fibrous. 
The blood vessels proliferate early, and 
later the walls become very thick, forming 
an endarteritis with hyaline changes. 

The course of this malignant granuloma 
usually is fatal despite various types of 
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therapy, including x-ray, radium, and anti- 
biotics. Recently corticotropin and corti- 
sone have been used in the treatment of this 
condition and have produced remissions. 

In Fienberg’s recent editorial + he pointed 
out features common to a variety of condi- 
tions where pathologic changes included 
necrotizing granulomata and angiitis. He 
listed a large number of disorders which 
might properly be included under the term 
pathergic granulomatosis, citing Rdéssle’s 
definition of pathergy as the totality of the 
morbid phenomena which can be produced 
by a state of altered reactivity. He further 
divided pathergic granulomatosis into two 
varieties, disseminated and focal. In _ his 
opinion Wegener’s granulomatosis _ illus- 
trates the disseminated type, and idiopneu- 
monic granulomatosis, cholesterol pneumo- 
nitis, eosinophilic granuloma of the lung 
(Loffler’s syndrome), and Cogan’s syn- 
drome represent the focal types. The patho- 
logic and clinical changes occurring in the 
malignant granulomata of the face are also 
identical with those described by Fienberg, 
and we believe this condition should be 
added to those included under focal path- 
ergic granulomatosis. 

Prior to 1950 the treatment of any of 
these conditions was inadequate and disap- 
pointing. Most cases terminated fatally. 
However, since that time a number of thera- 
peutic agents have offered some hope of pai- 
liation, i. e., antibiotics, nitrogen mustard, 
x-ray, and steroids.14-415 Jt is of interest 
that both of our patients have partially re- 
sponded to therapy, although both still have 
recurring manifestations of their disease. 
Tuhy and Maurice ?® recently reported a 
patient before the American College of 
Physicians with the typical features of 
Wegener’s granulomatosis, in whom the 
diagnosis was suggested by lung and kidney 
biopsies. Their patient likewise obtained 
temporary improvement from steroids. It 
is probable that the steroids benefit these 
patients through their antiinflammatory ac- 
tion, as is seen in classical polyarteritis 
nodosa or in systemic lupus erythematosus. 

It is noteworthy that while the skin and 
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mucous membrane changes are not path- 
ognomonic, they are nevertheless highly 
suggestive of. this syndrome. In the dis- 
seminated type these changes were compiled 
by Fahey and associates 4 and Godman and 
Churg.’7 The lesions consisted of wide- 
spread petechiae, subcutaneous nodules, 
conjunctivitis, and ulcerative lesions of the 
nasal mucosa. Of the 29 cases, 11 mani- 
fested cutaneous lesions, and 21 had upper 
respiratory tract mucous membrane lesions. 
Three patients had saddle-nose deformities. 
In our disseminated case the patient was 
originally referred undiagnosed to the der- 
matology clinic because of the saddle-nose 
deformity, but on physical examination it 
was also noted that subungual splinter hem- 
orrhages, petechiae, and ulcerations of the 
mucous membranes of the nasal and turbi- 
nate bones were present. In the focal case 
the cutaneous lesion was much more promi- 
nent and consisted of a single large ulcer- 
ated and crusted granulomatous tumor 
involving the glabella of the nose and 
adjacent forehead. 


Summary 


Pathergic granulomatosis is a name pro- 
posed by Fienberg to cover a variety of 
syndromes characterized by necrotizing 
granulomata and angiitis involving multiple 
tissues or single organs. Included under this 
name are Wegener’s granulomatosis, idio- 
pneumonic granulomatosis, pneumonitis of 
the cholesterol type, eosinophilic granuloma 
of the lungs (Léffler’s syndrome), and Co- 
gan’s syndrome. 

This article presents two additional cases 
which it is believed may properly be con- 
sidered pathergic granulomatosis as defined 
by Fienberg. The first is a patient with a 
group of symptoms and findings consistent 
with a diagnosis of Wegener’s granuloma- 
tosis, and the second is a patient with a 
necrotizing granulomatous lesion involving 
most of the central area of the face, and 
formerly diagnosed as malignant granuloma 
of the face. The patient with Wegener’s 
granulomatosis might properly be consid- 
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ered as having disseminated pathergic gran- 
ulomatosis, and the malignant granuloma 
of the face as an example of focal pathergic 
granulomatosis. The clinical findings in 
these patients are presented. Possible etio- 
logic considerations and treatment are dis- 
cussed. 
University of California Medical Center. 


ABSTRACT OF DISCUSSION 


Dr. Louis H. Winer, Beverly Hills, Calif.: Dr. 
Sternberg and his co-authors have made a very 
erudite presentation of the subject, pathergic gran- 
ulomas. In the original descriptions of two similar 
cases, Klinger (Grenzformen der Periarteritis 
nodosa, Frankfurt. Ztschr. Path. 42 :455-480, 1931) 
considered them as unusual types within the sphere 
of periarteritis nodosa, but at opposite poles from 
each other. Wegener (Uber eine eigenartige 
rhinogene granulomatose mit besonderer Beteili- 
gung des Arteriensystems und der Nieren, Beitr. 
path.. Anat. 102:36-68, 1939), on the other hand, 
considered the granulomatous elements in the fore- 
ground and the changes in the arterial vascular 
system in the background and defined the condition 
specifically as a rhinogenous granulomatosis with 
involvement of the arterial system and kidneys. 
The terms subsequently used to designate this 
condition were giant-cell granuloma associated 
with lesions resembling pperiarteritis nodosa, 
Cogan’s syndrome of nonsyphilitic interstitial 
keratitis, bilateral deafness and subcutaneous 
granulomas associated with angiitis, Loeffler’s 
syndrome, hemorrhagic and interstitial pneumonitis 
with nephritis, allergic granulomatosis, pararheu- 
matic disorder, rheumatic vascular inflammations, 
respiratory renal type of periarteritis nodosa, and 
finally pathergic granulomatosis. All designations 
of this condition, except the last, indicate the 
granulomatous nature of the process for a specific 
area or tissue. The term, pathergic granuloma, is 
all inclusive and can be divided into disseminate 
and focal types. 

Dr. Sternberg has today presented one case of 
the disseminate type and another of the focal type. 
Clinically the differentiating characteristic from 
periarteritis nodosa is the involvement of the tissues 
of the respiratory tract and spleen. The early 
complaining symptoms are sniffles, high fever, 
malaise, nodule formation, erosion ulceration, de- 
velopment of saddle nose, and disseminated telan- 
giectases. In the late stages of this condition the 
patients develop glomerulonephritis and die of 
uremia. 

Histopathologically, in the disseminate type, the 
small vessels are involved. They are hyalinized 
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and some develop aneurysms. Within the lumen 
of the vessels abscess formation can be observed, 
and within the connective tissue massive suppura- 
tive abscesses form. Elastic fibers are absent from 
the granuloma, as well as from the blood vessels. 

The focal type involves the midfacial area, as a 
rule, causing an eroding granulomatous lesion in 
the nasal mucosa of the respiratory tract with an 
associated involvement of the skin in these areas. 
This type involves the deeper, larger vessels in 
the subcutaneous fat. There is an associated non- 
suppurative granuloma which can be seen adjacent 
to the involved vessels. Thrombosis and occlusion 
with degeneration and necrosis of the adventitial 
connective tissue of the vessel is seen. There is 
vacuolization and loss of nuclei in the surrounding 
connective tissue. Subsequently, the vascular 
thrombus is organized and the perivascular necrotic 
tissue is fibrosed. The elastic fibers, with the 
exception of those seen beneath the intima of the 
vessel, are practically all gone. An _ occasional 
elastic fiber is seen between the nodules of the 
granulomas. This process in the skin corresponds 
to the cholesterol type of pneumonitis found in the 
lungs of these patients at autopsy, where the 
cholesterol-containing histiocytes are adjacent to 
the small bronchioles. Subsequently they also are 
replaced by dense fibrosis. 

Dr. Pardo-Castello and co-authors (Pardo-Cas- 
tello, V.; Leon Blanco, F., and Rivera del Sol, R.: 
Granuloma Gangraenescens: Report of Case, 
South. M. J. 46:149-155, 1953) considered three 
possible causes as allergy to streptococci or staphy- 
lococci, a collagen disease, or a type of mycosis 
fungoides (lymphoblastoma). We think that it is 
probably an allergic tissue reaction of an Arthus 
phenomenon type. It is not a pure periarteritis 
nodosa because periarteritis nodosa does not have 
a granuloma always, and, secondly, this condition 
does not always have an associated arteritis with 
it as a primary lesion. Wegener considered it as 
a primary granuloma. It further differs from 
periarteritis nodosa by involving primarily the 
lung and spleen sites, which are rarely involved 
in periarteritis nodosa. However, clinically it 
simulates periarteritis nodosa because the fatal 
outcome is usually the result of kidney involve- 
ment. I agree with the essayist in classifying 
these conditions as pathergic granulomas of the 
disseminate and focal types. 

Dr. Leon GotpMAN, Cincinnati: I should like 
to ask Dr. Sternberg also about whether it is 
possible to get extranasal, or, perhaps more cor- 
rectly, extrafacial, granulomas of the same type, 
because we had this problem too. 

A man bumped his thigh, developed a granulo- 
matous lesion and, in spite of all kinds of therapy, 
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including x-ray therapy and steroids and anti- 
biotics of various types, he died with extension 
of the lesion, and the skin sections were of exactly 
the type that Dr. Winer showed in his focal gran- 
uloma. The lung sections were very similar to 
what you described. The kidney sections were 
the same, and the angiitis was also quite striking. 

The confusion arose as to whether this could be 
classed as a type of Wegener granuloma or, as 
our pathologist Dr. Edward Gall called it, a 
granuloma gangraenescens, or even a small vessel 
type of periarteritis nodosa. This patient was very 
sensitive to thimerosal (Merthiolate). This is the 
background, then, of allergy (vascular ?). Per- 
haps, in these nasal granulomas, the bacterial 
allergy is actually to the organisms of the upper 
respiratory tract. 

Dr. V. Parpo-CAstELLo, Habana: The case 
which my collaborators and I reported a few 
years ago under the term “granuloma gangraenes- 
cens” also belongs to the category of cases reported 
today. 

The patient did not respond to any of the 
antibiotics, did not respond to the steroids, but the 
response to radiotherapy was very dramatic. The 
patient improved to the point where we thought 
he was cured. He remained apparently cured for 
several months. There was only one condition 
that remained unchanged. That was an area of 
necrosis of the upper palate that we didn’t dare 
touch because it was gradually becoming evicted 
spontaneously. 

However, about eight months afterwards, the 
patient developed an acute condition of the face, 
with infection, and died in about two months, with 
extensive necrosis of the face. The pathology was 
exactly a replica of what Dr. Winer presented to 
us today, with emphasis on the necrotizing vasculi- 
tis. 

This condition is really rare, but is bound to be- 
come more and more known to the dermatologists, 
most of the cases at present being in the hands 
of the surgeons. 

Dr. Harry L. Arnoitp Jr, Honolulu: I men- 
tioned yesterday the question of the flexibility 
or elasticity of diagnostic criteria, and I hope 
that Dr. Sternberg will comment as to the extent 
to which he thinks that might be applied to this 
entity. 

We have seen two patients within the past year 
or so,-one of them very recently, who bear on this 
question. One of them was a young Japanese 
woman, whose appearance was exactly the same 
as that of the Negro patient, and in whom two 
deep surgical biopsies had been done of this de- 
structive nasal granuloma, and a surgical biopsy 
of the hard palate, which was still intact but was 
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about to be penetrated. by the lesion. They all 
showed nothing except rather necrotic granulation 
tissue, not inconsistent with this histological . pic- 
ture that Dr. Winer just showed us. 

Subsequently to this, however, after the disease 
had progressed so much further that it became 
obvious to her medical attendant—I was only 
the consultant—that something further had to be 
done if her life was to be saved, a very extensive 
surgical cleaning out of the whole lesion. was done, 
and at that time, a reticulum-cell sarcoma was 
found to be the actual lesion. 

The second patient was a part Hawaiian man 
in his middle 50’s, who had been suffering from 
multiple slowly extending, indolent, destructive, 
necrotic granulomas of the left cheek, the lower 
left eyelid, the left side of the lower lid, the hard 
palate, and the nasal septum for a period of 
months, associated with fever, prostration, and 
with curious neurological signs which finally led 
the internists who were studying him to suspect 
that he might have leprosy. They even suspected 
that his granulomas might be leprous. 


For that reason, he was sent back to his home in 
Honolulu, to me, and I followed him with our 
internists, for a considerable time, during which 
he went progressively downhill. In the last week 
or two of his illness, in desperation, we started 
chloroquine by mouth, after corticotropin had 
failed to affect the process and cortisone had done 
no better, and the granulomas promptly began 
to heal, very dramatically. Within a week, they 
were 50% better, and within 10 days they were 
obviously on the way to healing completely. At 
this point, the man died. 

Autopsy showed, to our astonishment, not 
only these curious destructive granulomas, 
which we already knew about and of which we 
had three or four biopsies, but another very 
large granuloma, half as large as his head, sur- 
rounding the abdominal aorta, and, in addition 
to this, evidence which the pathologist, who 
was a Mayo-trained man and of unquestioned 
competence, felt was evidence of dermatomy- 
ositis in both the jaw muscle and laryngeal 
muscles. We had already suspected pathergic 
granuloma clinically, although it was far too 
atypical to justify the diagnosis on such 
grounds. 

I should like to ask Dr, Sternberg what he 
feels about the possibility—not in the woman, 
of course—that this sort of process bears some 
relationship to pathergic granulomatosis or 
dermatomyositis or, perhaps, both. 


Dr. THomas H. Srernperc, Los Angeles: In 
reply to Dr. Arnold, it would seem likely that 
neither of the cases which he presented are in 
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any way related to the condition under discussion, 
because all the reported cases of Wegener’s gran- 
ulomatosis, except Fahey’s patient (who may now 
be dead) and our patient, who is alive but still 
has his disease, have died. They have been sub- 
jected to post-mortem examination, and no malig- 
nancy or dermatomyositis has been found in any 
of them. 

The same thing applies in respect to the midline 
granuloma. It is true that we may see in reticu- 
lum-cell sarcoma this spreading, granulomatous, 
ulcerative, gangrenous type of lesion, but the diag- 
nosis eventually is made as in Dr. Arnold’s pa- 
tient. However, in the midline lethal granuloma 
the patients die but you cannot find any evidence 
of malignancy at postmortem examination. All 
you find is what Dr. Pardo-Castello mentioned in 
his patient, namely, the same type of histopatho- 
logic changes, particularly the focal, necrotizing 
involvement of the blood vessels which Dr. Winer 
showed. 


I am interested in Dr. Goldman’s patients and 
comments. Dermatologists all encounter patients 
from time to time who have necrotizing lesions 
and gangrenous involvement of the skin or mucous 
membranes. We should study these patients care- 
fully to see if they might fit into this picture of 
pathergic | granulomatosis. 


; 
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SURGICAL PLANING FOR FRECKLES 


To the Editor: I would like to report a curious experience in connection with surgical 


planing of the skin for the removal of freckles. 


In collaboration with Dr. A. M. Segers and in keeping with our practice of tackling 
first a trial zone in order to ascertain skin reaction to the treatment, we planed a freckled 
area of some 4X8 cm.. over the shoulder blade of one of our patients. 


After the epidermis had been normally restored, we were surprised at discovering that 


the disappearance of pigmentation was not limited to the zone actually planed. 


In fact, 


the absence of freckles was quite evident beyond the rectangular trial patch, and we wondered 
whether such clearing up was due to some local reaction produced hy the freezing agent 


(ethyl chloride). 


In order to establish whether our presumption was correct we treated the opposite shoulder 
blade with ethyl chloride alone, and once the erythematous reaction had disappeared after 
the lapse of several days, the skin was again found to be free from freckles, and examination 
under Wood’s light failed to reveal them beneath the epidermis. 

We feel it would be interesting to ascertain whether other dermatologists have had a 
similar experience to ours, in which case the treatment for freckles can be managed in the 


simple manner reported. 


Sternberg et al. ¢ 


Very truly yours, 

A. Kaminsky, M.D. 

Assistant Professor of Dermatology 
Cérdoba 1215, Buenos Aires, Argentina. 


379 








. 


Pyoderma Gangrenosum 


A Clinical Study of Nineteen Cases 


HAROLD O. PERRY, M.D., and LOUIS A. BRUNSTING, M.D., Rochester, Minn. 


Pyoderma gangrenosum has become well 
established as a clinical entity since its de- 
scription in 1930. In cases subsequently 
reported, chronic ulcerative colitis has fre- 
quently been an associated finding. In our 
own recent experience, chronic ulcerative 
colitis was present in only 11 of 19 patients 
with pyoderma gangrenosum, or approxi- 
mately 60%. However, of the remaining 
eight patients, four were known to have 
other intestinal disease and two gave a 
history of gastrointestinal disturbances. 

It is well known that the skin of patients 
with pyoderma gangrenosum is hypersensi- 
tive, particularly during the acute phase of 
the disease. New lesions develop at the sites 
of injury from skin tests, the injection of 
vaccine, or even casual trauma. Two pa- 
tients in this series (Cases 14 and 18) 
experienced a profound aggravation and 
generalization of their lesions of pyoderma 
gangrenosum following the ingestion of 
potassium iodide administered elsewhere on 
an earlier occasion on the basis of a suspi- 
cion of blastomycosis. Examples of such 
intolerance to iodides were recognized early 
in the study of the disease.’ Hypersensi- 
tivity to iodides, bromides, and the _thio- 
cyanates is also commonly seen in patients 
with dermatitis herpetiformis. The results 
of patch tests in such cases may or may not 
be positive. Blistering eruptions, indistin- 
guishable from dermatitis herpetiformis 
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from the standpoint of both their clinical 
features and their response to sulfapyridine, 
were seen in three patients with pyoderma 
gangrenosum. Two other patients gave his- 
tories suggestive of such an eruption. 

The key to the treatment of pyoderma 
gangrenosum lies in the genera! health of 
the patient, particularly in the control of 
the ulcerative process in the colon, when 
present. Salicylazosulfapyridine (Azulfi- 
dine), employed by gastroenterologists for 
control of the intestinal symptoms in pa- 
tients with chronic ulcerative colitis, was 
beneficially employed by us, initially in 
those patients with pyoderma gangrenosum 
complicating their chronic ulcerative colitis, 
and later, with equally good results, in those 
patients who had pyoderma gangrenosum 
independent of an underlying intestinal 
problem. The response in both groups, al- 
though somewhat irregular, was of greater 
benefit to more patients than medications 
previously employed for this purpose. 

In an effort to define more clearly the 
entity of pyoderma gangrenosum and to 
study its clinical course we reviewed the 
records of patients with this disease who 
were seen by us at the Mayo Clinic during 
the five-year period 1949 through 1954. 


Data 


Scope-—Of the 19 patients included in 
this study, 12 were women and 7 were men. 
The ages ranged from 16 to 67 years. In 
every case, in addition to routine laboratory 
work, a proctoscopic examination and x-ray 
strties of the large bowel were made. If 

.er revealed evidence of chronic ulcera- 
tive colitis, a roentgenologic investigation of 
the remainder of the gastrointestinal tract 
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TABLE 1—Swmmary of Data on Eleven Patients with Pyoderma Gangrenosum Who 
Had an Associated Chronic Ulcerative Colitis 











Duration, Yr. 
Approximate 
Case Sex Age Chronic Skin Interval, 
Ulcerative Lesions ¥t; 
Colitis 
1 M 31 12 5 7 
2 F 25 4 3/12 4 
3 F 16 1 1/12 1 
4 F 24 ll 3 8 
5 F 36 6 4/12 6 
6 F 29 ll 3 wk. ll 
7 M 21 9 6/12 7% 
8 F 21 5 5 0 
9 M 39 6 4/12 § 
10 F 43 12 ll 1 
11* F 41 4 2 2 





Flare of Chronic 
Evidence of Chronic Ulcerative Colitis Pain in 
Ulcerative Colitis Followed by Flare Skin 
of Skin Lesions Lesions 
Proctoscopic X-Ray 
0 + 0 0 
0 + 0 + 
(1947) 
0 + + + 
+ + 0 + 
3 + ? 0 
0 + + 0 
0 + 0 0 
(1947) 
+ + + 0 
+ os + + 
oe = + 0 
+- a be 5 a 2 





* History of a blistering eruption resembling dermatitis herpetiformis. 


was undertaken. Because the diagnosis of 
chronic ulcerative colitis had been estab- 
lished previously on study at the clinic in 
two patients (Cases 2 and 7), proctoscopic 
examination and x-ray studies with the aid 
of barium enemas were not repeated at the 
time the patients were seen primarily be- 
cause of their skin condition, Table 1 sum- 
marizes the information on those patients in 
whom chronic ulcerative colitis was demon- 
strated. 

Table 2 summarizes the clinical informa- 
tion on the eight patients who did not have 
chronic ulcerative colitis. These patients 
were found to fall into three groups: (1) 
patients with a gastrointestinal disease other 
than chronic ulcerative colitis (Cases 12 
through 15), (2) patients with gastrointes- 
tinal distress without demonstrable gastro- 
intestinal disease (Cases 16 and 17), and 
(3) patients who were clinically well and 


without evidence of disease on laboratory 
investigation (Cases 18 and 19). 
Histopathology.—In 11 patients, a biopsy 
specimen of skin was taken from the active 
margin of a lesion of pyoderma gangreno- 
sum, part of the specimen being used for 
histopathologic study and the remainder 
being subjected to intensive study for bac- 
teria and fungi.* These approaches in the 
study of pyoderma gangrenosum failed to 
clarify further the bacteriologic or histo- 
pathologic aspects of the entity. 
Bacteriology.—In 10 cases a portion of 
the biopsy specimen of skin was cultured 
under aerobic conditions, but this failed to 
reveal a new bacterial agent common to all 
patients. Species of Micrococcus, Eschefi- 
chia coli, and Pseudomonas were the usual 


*Lyle A. Weed, M.D., Section of Bacteriology, 
carried out the bacteriologic and mycologic studies. 


TABLE 2—Summary of Data on Eight Patients Who Had Pyoderma Gangrenosum 
Independent of Chronic Ulcerative Colitis 











Duration Sequence of Skin- Flare of Bowel Pain in Iodide 
Gastrointestinal of Skin Gastrointestinal Lesions Followed Skin Eosinophils, Patch 
Case Sex Age Lesions ° Involvement by Flare of Skin Lesions a Tests 
-h Lesions 
12* M 53 Duodenal ulcer 4 Skin before bowel 0 oo 1.5 2+ 
13 M . 22 Regional ileitis; 2 Bowel before skin 0 aa 
gastric ulcer 
14* F 45 | Ree fay bowel 2 Skin before bowel 0 + 8 Neg. 
1+ M = 41 7 ee 1 Bowel before skin 0 aa 
we. 
16* F 28 Episodes of 0 + 6 44 
bloody diarrhea 
17 F 28 Recurrent 0 0 
epigastric pain 
18 M 61 0 + 
19 «=F 867 0 it 
* Patient presented dermatitis herpetiformis in addition to pyoderma gangrenosum. 
+ History of a blistering eruption resembling dermatitis herpetiformis. 
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organisms recovered, and these were con- 
sidered to be secondary invaders rather than 
etiologic agents. Cultures for Brucella, 
Mycobacterium tuberculosis, and mycotic 
organisms were uniformly negative. Guinea 
pig inoculations in seven instances failed to 
reveal the presence of any acid-fast organ- 
isms. We would agree with those who 
believe that there is no common organism 
responsible for the skin lesions and the 
underlying systemic disease in pyoderma 
gangrenosum. 

Halogen Sensitivity.—Sensitization to the 
halogens was suspected when one patient 
(Case 14) gave a history that the lesions of 
pyoderma gangrenosum had become gener- 
alized when she was treated elsewhere with 
a saturated solution of potassium iodide on 
the suspicion that she might have blastomy- 
cosis. Subsequently, patch tests of potas- 
sium iodide, potassium bromide, and 
potassium thiocyanate (25% suspension in 
petrolatum) were done on patients seen 
with pyoderma gangrenosum. Patch testing 
was omitted when an exaggerated reaction 
to these substances was suspected. The 
results of patch testing of patients with 
pyoderma gangrenosum for evidence of 
halogen sensitivity were disappointing and 
gave little support to the clinical impression 
that here indeed may be a clue to the better 
understanding of this disease. 

Dermatitis Herpetiformis (?).—Three of 
nineteen patients (Cases 12, 14, and 16) pre- 
sented vesiculobullous eruptions in associa- 
tion with pyoderma gangrenosum. The 
onset of the bullous eruptions followed the 
onset of the pyoderma gangrenosum by four 
years, one and a half years, and a few 
months in Cases 12, 14, and 16, respectively. 

The skin eruptions consisted of grouped 
vesicles, usually five to seven in number and 
1 to 4 mm. in diameter. Most frequently 
these were situated on erythematous, some- 
what urticarial bases and only occasionally 
on normal skin. The blisters frequently 
coalesced so that annular lesions resulted or, 
less often, just an arc of a circle would be 
formed. The eruption involved discrete 
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areas rather than being widespread. The 
distribution pattern of the lesions in the 
three patients was not uniform. From the 
clinical appearance and course of these 
blistering eruptions they seemed to be best 
classified as atypical forms of dermatitis 
herpetiformis. 

Other Complications —Except for arthri- 
tis and anemia, other complications were not 
frequently seen in these patients. The ar- 
thritis varied in severity from that of per- 
sistent pain in some joints accompanied by 
few local changes, if any, to that of multiple 
joint involvement characterized by redness, 
swelling, pain, and tenderness, and by ob- 
jective changes that were evident roentgeno- 
graphically. This could be _ considered 
disabling in only one patient (Case 16), al- 
though considerable discomfort over pro- 
longed periods was experienced by others. 
Chronologically, the arthritis preceded the 
skin lesions of pyoderma gangrenosum in 
six patients, occurred at the same time as 
the skin lesions in two, and followed the 
skin lesions in only one (Case 4). The 
subsequent course of the skin lesions seemed 
uninfluenced, however, by subsequent flares 
of the arthritis. Erythema nodosum was not 
observed in this group. 

Treatment—No one specific. medication 
has been available for the treatment of pyo- 
derma gangrenosum. Rather, treatment has 
consisted of a variety of local antiseptic 
measures and nonspecific systemic medica- 
tions. Multiple blood transfusions have been 
employed with benefit for correction of 
anemia if present. After salicylazosulfapyri- 
dine had been used with benefit in some 
patients, it was used more and more to the 
exclusion of other systemic medications. 

Thirteen of the nineteen patients in this 
series received salicylazosulfapyridine at the 
time they were seen or were advised to use it 
under the direction of their local physician 
upon their return home. The dosage usually 
employed was 0.5 gm. every 3 hours for seven 
or eight doses during a 24-hour period. For 
maintenance therapy if necessary, it was 
suggested that the drug be taken for 10 
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days alternating with a 10-day rest period. 

In an attempt to determine the efficacy of 
salicylazosulfapyridine in the treatment of 
patients with pyoderma gangrenosum, fol- 
low-up inquiries were sent to these 13 pa- 
tients relative to the immediate response of 
their condition to the drug, their continuing 
need for it, and the ability of the drug to 
control recurrences of the pyoderma gan- 
grenosum. Because of the small number of 
patients involved, only clinical impressions 
can be gained from such a survey. One 
patient (Case 18) whose condition was 
noted to be 75% improved while under our 
care, after 12 days of treatment with 
salicylazosulfapyridine, took his life some 
two weeks after dismissal to his home. 
The results of treatment in the remaining 
12 patients are presented in Table 3. 


TABLE 3.—Results of Treatment with Salicylazo- 
sulfapyridine in Twelve Patients with 
Pyoderma Gangrenosum 








Result 
Patients With Chronic Ulcerative Colitis 


fo) 
& 


Good response (no recurrence) 

Treatment suggestions not followed 

No benefit (colectomy beneficial) 

response (recurrence controlled with salicylazo- 

sulfapyridine) 

Good response (no recurrence) 

Good response (recurrence controlled with salicylazo- 
sulfapyridine) 

Good response (no recurrence) 

Good response (no recurrence) 


Patients Without Chronic Ulcerative Colitis 
12 Good response (requires salicylazosulfapyridine daily) 
14 No benefit (sulfapyridine controls dermatitis herpeti- 
formis eruption) 
response (recurrences controlled with salicylazo- 
sulfapyridine) 


19 Good response (no recurrence) 


Ko OCF AAwWe 
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Illustrative Cases 


In the following cases a blistering erup- 
tion resembling dermatitis herpetiformis was 


associated with pyoderma gangrenosum. 
Case 12—A 53-year-old married man was ad- 
mitted to the hospital during January, 1953, with 
the complaint of painful ulcerations of the legs 
of four years’ duration and vesiculobullous lesions 
of the trunk of two and a half years’ duration 
(Figs. la and 2a). He was considered to have 
pyoderma gangrenosum with an atypical form of 
dermatitis herpetiformis. Extensive laboratory in- 
vestigation failed to reveal chronic ulcerative 
colitis, but a duodenal ulcer, not previously .recog- 
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Fig. 1 (Patient 12).—Showing blistering erup- 
tion of trunk. (a) At time of admission. (b) After 
19 days of treatment. 


nized, was discovered. The patient gave a history 
of having passed one or two mushy stools a day 
for two or three days of every month during the 
previous 8 or 10 months. 

Oxytetracycline (Terramycin) was given ini- 
tially to combat the infection in the lesions on 
the legs. With improvement of these lesions, 
salicylazosulfapyridine was substituted for the 
oxytetracycline in a dosage of 1 gm. every three 
hours. After 19 days in the hospital, the lesions 
on the legs were considered 75% healed and those 
on the trunk 50% healed (Figs. 1b and 2b). At 
the time of dismissal the patient was advised to 
continue treatment with salicylazosulfapyridine in 
a dosage of 4 gm. daily for 10 days followed by 
a 10-day rest period. 

The patient returned for reexamination in July, 
1954, approximately 16 months after the initial 
examination. He had had to take 4 gm. of sali- 
cylazosulfapyridine daily to prevent recurrence of 
the blistering. Sulfapyridine was substituted for 
the salicylazosulfapyridine, but we were subse- 
quently advised that the former was not tolerated, 
although the latter could be used with benefit and 
without adverse reaction. 

Case 14.—A 45-year-old woman was first seen 
at the Mayo Clinic during 1951. She complained 
that she had had a succession of isolated, purulent, 
chronic ulcerations of the skin since- the spring of 
1949. Two weeks prior to admission she had 
received oral iodine medication because of the 
resemblance of her skin lesions to those of blasto- 
mycosis. There was a marked flare of old lesions, 
and new lesions appeared, some over the lower 
extremities measuring 6 in. in diameter. 

Examination revealed ulcerations of the trunk 
and extremities considered typical of pyoderma 
gangrenosum. Extensive laboratory study and 
x-ray examination of the entire gastrointestinal 
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tract failed to reveal any underlying systemic 
disease. A rectosigmoidal polyp seen on procto- 
scopic examination was destroyed by fulguration. 

Treatment was started with soothing topical 
measures, blood transfusions, and salicylazosulfa- 


pyridine. She was dismissed to her home with 
advice to continue treatment. Definite healing of 
the ulcerations was noted on outpatient follow-up, 
so by mid December, 1951, she was dismissed from 
our care with the advice to reinstitute the use of 
salicylazosulfapyridine should the ulcerations re- 
cur. 

The patient returned one and a half years later, 
in May, 1953, stating that the skin ulcerations had 
not been controlled by salicylazosulfapyridine. In 
addition, she complained of arthralgia of the 
ankles, knees, wrists, elbows, and shoulders, pres- 
ent on this occasion since the spring of 1953. A 
history of similar involvement four years previ- 
ously was now obtained. A diagnosis of episodic 
rheumatoid arthritis was made, and symptomatic 
treatment vas instituted. 

Roentgen therapy, local application of a bland 
ointment, and acetarsone by mouth were given for 
the skin lesions. With the acetarsone the skin 
lesions flared so severely that hospitalization was 
required, during which the use of cortisone and 
the intravenous administration of corticotropin 
(ACTH) resulted in rapid healing of the skin 
ulcerations: 

In the fall of 1953 treatment with cortisone in 
a dosage of 25 mg. four times a day was started 
for control of the arthritis, and oxytetracycline, 
erythromycin, and penicillin were used successively 
and repeatedly for the skin lesions. ~ 

The patient was not seen again until the fall of 
1954. For three weeks, a widespread vesicular, 
pruritic eruption had been present on the trunk, 
extremities, and even the face. The individual 
blisters were grouped, would at times coalesce, 
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Fig. 2 (Patient 12).— 
Showing pyoderma -gan- 
grenosum of right pre- 
tibial area. (a) At time 
of admission. (b) After 
19 days of treatment. 


and would spread by peripheral extension. The 
arthritis was asymptomatic. The diagnosis of 
dermatitis herpetiformis was made, and treatment 
with sulfapyridine initiated. Within three days the 
pruritus disappeared and the blistering was much 
decreased. 

On follow-up examination eight months later, 
in April, 1955, there was complete healing of all 
lesions of the legs except for one small site lateral 
to the right knee. It had been necessary for her 
to take 5 grains (0.3 gm.) of sulfapyridine three 
or four’ times daily to prevent recurrence of 
blistering with itching. 

Case 16—A 28-year-old woman came to the 
Mayo Clinic ir October, 1954, for evaluation of 
skin difficulties which had begun in 1939, when 
she was 13 years of age. Her skin problem was 
two-fold, consisting of chronic recurring ulcera- 
tions about the ankles and recurrent crops of 
pruritic, grouped vesicles over the trunk and ex- 
tremities. One month after the onset of the skin 
lesions she had experienced redness, swelling, and 
tenderness in both knees and proximal inter- 
phalangeal joints, with subsequent spread to the 
metacarpophalangeal joints and ankles. 

The ulcerations of the legs were considered 
those of pyoderma gangrenosum, and the blister- 
ing eruption of the trunk that of an atypical form 
of dermatitis herpetiformis. Rheumatoid arthritis 
of the hands and feet was readily apparent. A 
general examination gave normal results other- 
wise. " 

Because of the predominance of the blistering 
eruption, treatment was started with sulfapyridine, 
1 gm. three times a day. The pruritus rapidly 
abated; the blistering ceased, and there was be- 
ginning healing of the pyoderma gangrenosum of 
the legs. This treatment was continued. for two 
weeks, during which the condition of the ulcers 
of the legs improved 90%, and the blistering of 
the trunk was completely controlled. 
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From time to time this patieat has ad- 
vised us that her skin remains free of in- 
volvement as long as she takes sulfapyridine. 


Comment 


The lesions of pyoderma gangrenosum 
seen in their classic form are distinctive and 
are not readily confused with other ulcera- 
tions of the skin. They vary from small 
inflammatory nodules to extensive phag- 
edenic ulcerations, which are often painful 
and are surrounded by a bluish-red areola. 
Lucid descriptions of these lesions have been 
presented previously.1* To be considered in 
differential diagnosis are numerous condi- 
ditions which range from acute infections, 
such as furuncles, acute pyogenic abscesses, 
and hemolytic streptococcal gangrene, to 
more chronic conditions, such as the in- 
fectious granulomas, namely blastomy-osis 
and tuberculosis. 

The association of pyoderma gangrenosum 
with a blistering process resembling derma- 
titis herpetiformis, as reported here, is new. 
The combination of grouped pruritic vesicles 
situated on erythematous bases suggested 
the diagnosis of dermatitis herpetiformis, but 
the distribution of lesions did not conform 
to the distribution of lesions in this disease. 
A slight increase of the blood eosinophils 
was seen in two patients, and two gave a 
positive reaction to potassium iodide with 
the patch test. The histopathologic features 
were not definitive in any of these three 
patients. 

The immediate clearing of these eruptions 
in two cases when sulfapyridine was ad- 
ministered was dramatic. In the other, 
salicylazosulfapyridine seemed. to be the 
drug of choice, as an unexplained intoler- 
ance to the former developed. In all three 
cases the blistering would rather promptly 
recur when treatment with these drugs was 
discontinued. We are unable to classify 
these eruptions with certainty but believe 
they are best considered atypical forms of 
dermatitis herpetiformis. 

The pharmacology of salicylazosulfapyri- 
dine has recently been reviewed.* The clin- 
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ical response of patients with pyoderma 
gangrenosum to treatment with this drug 
was gratifying, with remissions being 
achieved much more rapidly than had been 
our experience before its use. Bargen® 
likewise attests to its usefulness in con- 
trolling the bowel symptoms in patients with 
chronic ulcerative colitis. It is to be noted 
that sulfapyridine administered in Cases 12 
and 16 for the associated blistering erup- 
tions controlled the lesions of pyoderma gan- 
grenosum. Thus, in the future when lesions 
of pyoderma gangrenosum do not respond 
to treatment with salicylazosulfapyridine, a 
response might be obtained by employing 
sulfapyridine, which produces a higher blood 
level than that produced by the other drug. 

The etiology of pyoderma gangrenosum 
remains obscure. Rostenberg ® in his review 
of the Shwartzman reaction expressed the 
belief that this mechanism can adequately 
explain the occurrence of pyoderma gan- 
grenosum in certain patients who have an 
underlying systemic disease. More difficult 
to explain are the circumstances surround- 
ing those patients with typical lesions of 
pyoderma gangrenosum without a demon- 
strable infectious focus in the body. In these 
instances we must postulate either an undis- 
covered focus of bacterial antigens or a 
mechanism other than the Shwartzman phe- 
nomenon for the production of lesions of 
pyoderma gangrenosum. 

In two patients of our series (Cases 4 and 
13), trauma acted on a locus minoris re- 
sistentiae of the skin, with subsequent 
development of lesions of pyoderma gan- 
grenosum. Russell* reported that in 13 of 
32 collected cases from the literature trauma 
played a role in the incipiency of the skin 
lesions. It is impossible to assess the im- 
portance of these phenomena, but the histo- 
ries point out only, as Rostenberg has 
mentioned, that mechanisms other than the 
Shwartzman phenomenon may be productive 
of the lesions of pyoderma gangrenosum. 

Stoughton’s* work, in which he found 
a proteolytic enzyme in the filtrates of feces 
from patients with ulcerative colitis capable 
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of digesting epidermal cells, offers an ex- 
planation for the production of lesions of 
pyoderma gangrenosum in patients with 
chronic ulcerative colitis as their underlying 
disease but is inadequate to explain the 
mechanism of production in those patients 
without an underlying systemic disease. 

Walther ° in a study of the histopathologic 
characteristics of pyoderma gangrenosum in 
one case described marked intimal thicken- 
ing of blood vessels. He felt that a hemato- 
genous spread of the bacterial agent from 
an underlying focus was etiologically in- 
volved in the skin lesions of pyoderma gan- 
grenosum. Some vascular changes were 
present in our sections but these consisted of 
minimal endothelial proliferation of the 
blood vessels. Bacteria were present in the 
sections but were not a prominent feature 
of the histopathologic picture. 

Sloan and associates ® reported that preg- 
nancy was second to infection in frequency 
of association with the onset of symptoms 
in chronic ulcerative colitis. Pregnancy 
seemed to bear some relationship to the 
onset of ulcerative colitis in ‘two of our 
patients and thus incidentally to the presence 
of pyoderma gangrenosum, as in each of 
these patients involvement of the skin fol- 
lowed in the wake of the intestinal difficulty. 
One patient, however, felt that the condition 
of her skin lesions improved, although they 
did not disappear, during pregnancy. In 
the fourth patient, in whom there was no 
intestinal difficulty, pregnancy did not seem 
to influence adversely the healing of her 
lesions of pyoderma gangrenosum. 


Summary 


The clinical and laboratory features of 19 
cases of pyoderma gangrenosum are re- 
viewed. In 11 cases (approximately 60%), 
clinical and laboratory evidence of chronic 
ulcerative colitis was present. Thus it would 
appear that pyoderma gangrenosum is not 
invariably associated with disease of the 
bowel. 

An element of hypersensitivity character- 
izes patients with pyoderma gangrenosum. 
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Lesions are commonly provoked by trauma 
to the skin, and untoward reactions to the 
ingestion of iodides may occur. Three pa- 
tients in the present series had as a part of 
their disease process blistering eruptions 
that resembled, in their appearance and 
clinical course, dermatitis herpetiformis. 
No form of treatment for pyoderma gan- 
grenosum is effective unless the underlying 
disease process is also controlled. In pa- 
tients with chronic ulcerative colitis and also 
in others in whom no such process could be 
demonstrated, the use of salicylazosulfapy- 
ridine (Azulfidine) in long courses was the 
most effective of all forms of treatment. 
Mayo Clinic. 


REFERENCES 


1. Brunsting, L. A.; Goeckerman, W. H., and 
O’Leary, P. A.: Pyoderma (Ecthyma) Gangre- 
nosum: Clinical and Experimental Observations in 
5 Cases Occurring in Adults, Arch. Dermat. & 
Syph. 22 :655-680 (Oct.) 1930. 

2. Clarke, D. M.: Pyoderma Gangrenosum: 
Discussion *of the Literature and Report of a Case 
and Another Probable Case, Australian J. Dermat. 
3:19-26 (July) 1955. 

3. Russell, B.: Phagedenic and Gangrenous 
Ulceration of the Skin Complicating Ulcerative 
Colitis (Phagedena Geometricum), Brit. J. 
Dermat. 62:114-124 (March) 1950. 

4. Schoch, E. P., Jr., and McCuistion, C. H.: 
The Effect of Salicylazosulfapyridine (Azulfidine) 
on Pustular Acne Vulgaris and Certain Other 
Dermatoses, J. Invest. Dermat. 25:123-126 (Aug.) 
1955. 

5. Bargei, J. A.: Present Status of Hormonal 
and Drug Therapy of Ulcerative Colitis, South. 
M. J. 48:192-196 (Feb.) 1955. 

6. Rostenberg, A., Jr.: The Shwartzman 
Phenomenon: A Review with a Consideration of 
Some Possible Dermatological Manifestations, 
Brit. J. Dermat. 65:389-405 (Nov.) 1953. 

7. Stoughton, R. B.: Enzymatic Cytolysis of 
Epithelium by Filtrates from Patients with UI- 
cerative Colitis, J. Invest. Dermat. 20:353-356 
(May) 1953. 

8. Walther, D.: Uber die Entstehungsursache 
des Pyoderma gangraenosum bei Colitis ulcerosa, 
Ztschr. Haut. u geschlechtsk. 17 :355-361 (Dec.) 
1954. 

9. Sloan, W. P., Jr.; Bargen, J. A., and Gage, 
R. P.: Life Histories of Patients with Chronic 
Ulcerative Colitis: A Review of 2,000 Cases, 
Gastroenterology 16:25-38 (Sept.) 1950. 








UM 





UMI 


Dermatitis Nodularis Necrotica 


G. W. BINKLEY, M.D., Cleveland 


The unusual problem of dermatitis nodu- 
laris necrotica was described by Werther * 
in 1910. Duemling *:* presented a case in 
1929 with an extensive review of the litera- 
ture, and another in 1935 before this Soci- 
ety. Other patients have been reported by 
Eichenlaub,* Nieman and Wise,® and Bern- 
stein.® The patient of Nieman and Wise 
died of a lymphosarcoma. The association 
of dermatitis nodularis necrotica with 
lymphosarcoma was apparently fortuitous 


‘ because no other reported patients with 


dermatitis nodularis necrotica have had 
lymphosarcoma. Duemling’s review * point- 
ed out two groups of cases of dermatitis 
nodularis necrotica—those with proved tu- 
berculosis and those without demonstrable 
tuberculosis. The patient reported today 
falls into the latter group, although he 
stated a sister died of pulmonary tubercu- 
losis. The: emphasis in this presentation 
will be on problems in relation to treatment, 
nosology, and the peculiar sensitivity pres- 
ent in dermatitis nodularis necrotica (the 
Sanarelli-Shwartzman phenomenon). 


Report of a Case 


A white man, aged 30, reported that he 
worked as a milling machine operator exposed 
to oil prior to his referral to me on Oct. 1, 
1942. He stated he had suffered from the erup- 
tion on the face, sternal area, forearms, and 
legs for eight months. 

His father was living and well. His mother 
died of a carcinoma. A sister died of tuber- 
culosis. 


Received for publication Aug. 9, 1956. 


From the Section of Dermatology, Depart- 
ment of Medicine, Western Reserve University 
and University Hospitals. 
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_to 1.5 cm. in diameter. 


Examination in 1942 showed comedones, 
pustules, and small furuncles on the face, back, 
and extensors of the forearms. The posterior 
surface of the legs showed hard, round, red 
nodules ranging in size from several millimeters 
In their centers were 
small yellow summits or craters. 

On the posterior and lower third of the left 
leg was an irregularly shaped ulcer with a 
necrotic base. The floor of the ulcer was un- 
even, covered with necrotic tissue in part and 
irregular granulations in part. The ulcer was 
about 4.5 cm. in diameter. Around the ulcer 
were discrete follicularly located pustules. 

Cyclically, the skin showed pustules and acne- 
form papules on the face and entire back; clear 
superficial vesicles, deeper intradermal pustules, 
telangiectasia, and purpuric lesions on the ex- 
tensors of upper and lower extremities, the 
palms, soles, and the buttocks. The reaction 
was so polymorphous that diagnosis of iodo- , 
derma or bromoderma and dermatophytid were 
proposed for years. Also, nonhemolytic micro- 
aerophilic Streptococcus and Staphylococcus 
pyogenes infection and benign embolic pyemid 
of the face’ were considered. However, as 
there were flares followed by almost complete 
remissions, the diagnosis of dermatitis nodularis 
necrotica was made. 

In February, 1954, he was admitted to the Uni- 
versity Hospitals for the sixth time and for the 
persistent pain and paresthesia in the right leg. 
This had been a major complaint for 10 years. A 
right thoracic cordotomy was done. On this ad- 
mission it was recognized that previous repeated 
cultures of the skin were of surface bacteria, al- 
ways hemolytic S. pyogenes, and that the intra- 
epidermal lesions were sterile. However, our mic- 
robiologic consultant stated that the number of 
colonies of Staphylococcus isolated from the skin 
and nasal mucosa was enormously greater than 
normal. 

Composite Laboratory Findings—On many ad- 
missions urinalyses gave repeatedly normal find- 
ings. Urine and blood tests were negative for 
bromine. The erythrocytes numbered 4,090,000. 
The hemoglobin was 12 to 14 gm. per 100 cc. 
The leukocytes varied from 6,200 to 15,250. The 
differential count was normal. A tuberculin patch 
test was planned but not done. The Kline diag- 
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Fig. 1.—Nodules and 
pustules, medial left 
lower extremity. 





Fig. 2.—Progressive deep necrosis of skin of 
right leg. 
nostic and exclusion tests were repeatedly non- 
reactive. A blood culture showed no growth in 
six days. The sedimentation rate was 36 mm. in 
one hour. Serum albumin was 5.0 gm. Serum 
globulin was 2.7 gm. Paper electrophoresis was 
done on the serum proteins, and fractions were 
found to be within normal limits. Surface cultures 
revealed hemolytic S. pyogenes. Sterile prepara- 
tion and culture of unopened vesicopustules re- 
vealed no growth in six days. Stool cultures were 
done, isolating the following organisms: (1) Pro- 
teus vulgaris, (2) Endamoeba coli (three strains), 
and (3) Aerobactor aerogenes, 
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A vaccine of the combined organisms was given 
subcutaneously in increasing doses every third or 
fourth day for six weeks, with no benefit. 

Histopathology.—The pathologic examination of 
a superficial lesion showed an erosion of the epi- 
dermis centrally with two small areas of intra- 
epidermal vesiculation on each side. The tiny 
vesicles contained large monocytes and eosinophils, 
but no bacteria. Im the dermis, especially below 
the erosion, were many of these same cells and 
polymorphonuclear leukocytes. Around the blood 
vessels were thick mantles of large monocytes. 
The endothelial cells lining the vessels were swol- 
len. 

The histologic examination of a deeper process 
showed hypergranulosis, irregular acanthosis over 


Fig. 3—Acneform eruption of dermatitis nodu- 
laris necrotica. 
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superficial lesion, an intraepidermal 


X 126 


Fig. 4.—The 
vesicle. Reduced about 40% from mag. 


Fig. 5.—An_ eroded 
pustule. Reduced % 
from mag. XX 110. 


a solid infiltraie of eosinophils and large mono- 
cytes. In the dermis there were edema, dilated 
vessels, and much scattered hemosiderin. 
Pathologic examination of an advanced dermal 
lesion showed exocytosis in an edematous epi- 
dermis, an ulcer, proliferation of sweat glands 


and ducts. In the mid-dermis there was a capil- 
laritis with proliferation of vessels. The endo- 
thelial cells were large and swollen. The walls 


of the capillaries were thickened, with presence 
of large pale nuclei in the media and in collars 
around the vessels. There was infiltrate every- 
where in the dermis with lymphocytes, neutrophils, 
and a few eosinophilic polymorphonuclear leuko- 
cytes. The eosinophilic leukocytes were most 
numerous in the upper dermis. Dilated lymphatic 
vessels were seen below the epidermis. The col- 
lagen was edematous. The superficial blood vessels 
contained many leukocytes. 


Treatment.—Superficial roentgen _ irradiation, 
sulfonamides orally, every local. chemical anti- 
septic, every new antibiotic as it became available, 
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were used for therapy without results. The anti- 
biotics were employed both parenterally and locally. 
Before penicillin was used, on Dec. 20, 1943, the 
acneform eruption, which was at that time regarded 
as benign embolic pyemid, the superficial vesicles, 


and intradermal pustules of the lower extremities 


were well established. After 13 days of parenteral 
therapy with penicillin, there seemed to be a re- 
sponse. However, no improvement was obtained 
at a later time with penicillin. Therefore, I be- 
lieve the improvement observed with the first peni- 


cillin was spontaneous. 








Fig. 6.—The reaction in the dermis showed many 
small blood vessels, edema, and infiltrate. Reduced 
about 40% from mag. X 110. 
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_ Fig. 7—Temporary healing or 
improvement after penicillin, 1943. 


spontaneous 


The local application of streptokinase-strepto- 
dornase (Varidase) and the use of intramuscular 
trypsin did not change the necrotic lesions. 

Parenteral cortisone given in 1953 was of no 
value. Finally, corticotropin was started on Nov. 
2, 1955. It was instituted after the almost con- 
tinuous disability of the patient for two years. The 


__ Fig. 8.—Atrophy and scarring, especially of nose, 
in 1956, after corticotropin. 
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dose consisted of 120 units daily for two weeks, 80 
units daily for the third week, 40 units daily for 
the fourth week, and then 20 units daily for one 
month. The corticotropin was given for three 
months ending Jan. 31, 1956. The remission ob- 
tained was complete and it has persisted. 





Fig. 9—Healed necrotic areas of legs, atrophy 
and telangiectasia of kness, after corticotropin, 


Nosology 


The cutaneous reactions to be considered 
along with dermatitis nodularis necrotica 
are: nodular dermal allergide *® (dermatitis 
nodularis non-necrotica), Ruiter’s 11 aller- 
gic cutaneous vasculitis, pustular bacterid 
and pustular psoriasis of the hands and ex- 
tremities. These came to mind because of 
their chronicity, their noninfectious etiology, 
their clinical lesions, and their topography. 

The trisymptomatic disease of nodular 
dermal allergide shows: (1) erythemato- 


Vol. 75, March, 1957 











UMI 


DERMATITIS NODULARIS NECROTICA 


papular lesions that usually resemble ery- 
thema multiforme; (2) 1-5 mm. purpuric 
macules, and (3) 2-7 mm. discrete dermal 
or hypodermal nodules. The lesions appear 
mainly on the legs and thighs, endure for 
years, with lesions appearing in crops, then 
remitting. The nodules do not break down. 
This is obviously a milder form of derma- 
titis nodularis necrotica. Gougerot * pointed 
out the varying degrees of severity and 
transition forms of the dermal nodular der- 
matitides. The patient reported by Kesten 
and Jackson 1?13 in 1954 later developed 
chronic ulcers on the legs and papules, 
nodules, and hemorrhagic lesions on the 
upper extremities. It would seem to me that 
these lesions qualify the case for dermatitis 
nodularis necrotica. Ruiter, in describing 
allergic cutaneous vasculitis, accents the fea- 
tures of telangiectasia and purpura. How- 
ever, certain of his cases appear to be mild 
forms of the syndrome of dermatitis nodu- 
laris necrotica. 


Comment 


The site of the tissue reaction in derma- 
titis nodularis necrotica can be the super- 
ficial epidermis, the upper dermis, the pilo- 
sebaceous structure, and the vessels of the 
dermis. Tire reactions described in this case 
correlate with the Shwartzman phenomenon 
as Rostenberg ** has pointed out. The tech- 
nique of elicitation of the Shwartzman re- 
action is. by intravenous injection; the 
preparatory material is micro-organisms or 
their products; the incubation period for 
elicitation is 24 hours; the persistence of 
the reactive state is 48 to 120 hours. The 
pathologic findings are capillary thrombosis 
and rupture, hemorrhage and necrosis. 

In this case, the subcutaneous injection 
of an autogenous S. pyogenes vaccine and 
the subcutaneous injections of — stock 
Staphylococcus ambotoxoid given in a long 
series produced no unusual local or systemic 
reaction. The intramuscular injection of 
Proteolac (milk protein) resulted in no 
unusual reaction and in no clinical benefit. 
Certain of the vaccines prepared from stool 
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cultures caused delayed severe local reac- 
tions four to nine hours after injection, but 
a polyvalent vaccine of these organisms 
given over a six-week period did not pro- 
duce clinical improvement. Upon intracu- 
taneous injection of these vaccines, there 
was no immediate local wheal or flare, but 4 
to 24 hours later there were red, elevated 
nodules at the sites. These were similar to 
certain of the spontaneous nodules of der- 
matitis nodularis necrotica. 

A single intravenous injection of 20,000,- 
000 killed typhoid and paratyphoid organ- 
isms was given with the hope that the 
patient might benefit from fever therapy. 
To our surprise, there resulted sustained 
fever to 40 C (104 F). It was prolonged 
for four days. In addition we observed 
frequently the rapid overnight development 
of superficial vesicles and the relentless 
daily progression of the deep black necrotic 
ulcers of the legs. 

Dermatitis nodularis necrotica may be a 
continuous state of the Sanarelli-Shwartz- 
man reaction. The preparatory bacterium in 
this case may have been the ubiquitous sur- 
face S. pyogenes, and the reacting factor 
may have been the coliform bacteria. 


Summary 


A case of dermatitis nodularis necrotica 
of 14 years’ duration is reported. The clin- 
ical appearance of this case was that of an 
acneform eruption followed by marked scar- 
ring of the face, superficial vesicles, 
pustules, nodules, progressive necrotic ulcer- 
ations, purpura, and telangiectasia. At times 
an abundance of Staphylococcus pyogenes 
colonies were isolated from the surface of 
the skin and the nasal vestibule. No organ- 
ism was found in the intact vesicles and 
pustules or on repeated blood cultures. 

Local and systemic antimicrobial therapy 
was of no value. Likewise, cortisone was 
of no help. Corticotropin indticed a gratify- 
ing remission. 

The reaction in this case may have been 
based on the Sanarelli-Shwartzman phenom- 
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enon with bacterial protein as the reacting 
substance. 
10515 Carnegie Ave. (6). 


ABSTRACT OF DISCUSSION 


Dr. Epwarp F. Corson, Philadelphia: I am im- 
pressed, among other things, by Dr. Binkley’s 
ability to hold this patient 14 years, and, eventually, 
justify himself by therapeutic achievement of cure. 
I congratulate him on his well-presented and in- 
teresting paper. 

Dermatitis nodularis necrotica is a disease which 
I do.not recall ever recognizing in practice. One 
must still depend somewhat, in refreshing his 
memory, on Duemling’s article of a little over a 
quarter of a century ago. Since then, the cases 
reported have been few and rather widely scat- 
tered—a little flurry in Hispano-Portuguese litera- 
ture, an occasional case report elsewhere. One of 
the cases reported at a society meeting had no 
backer except the presenter and was heavily under 
fire, yet it remained indexed under the original 
diagnosis. : 

Despite Rostenberg’s remark that “the clinical 
picture is reasonably uniform,” the difficulty of 
classification by some observers is manifested by 
the considerable number of somewhat marginal 
conditions which it has called to their minds. We 
find mentioned papulonecrotic tuberculide, acne 
vulgaris; folliculitis, pyodermas of various sorts, 
erythema multiforme, purpura, pustular psoriasis, 
ulcer, bromo- and iodo-derma—to name the prin- 
cipal ones before we come to various “ids”, 
including allergides. One might even add to the 
confusion by mentioning acne conglobata when it 
occurs in an unusually widespread state. 

Dr. Binkley’s emphasis on the diagnostic value 
of the flares and remissions in the course of the 
disease, though pointed out before, helps to dif- 
ferentiate it from many of those mentioned. As 
a clear-cut diagnosis here is often difficult, it is a 
corollary that treatment is likewise unsatisfactory, 
but the speaker’s observations that corticotropin 
was found to be the most valuable of the numerous 
remedies he employed should prove helpful to any 
who may sometime encounter the condition. 

The suggestion of a tuberculous background and 
the strong possibility of a septic causation remind 
one of the same thoughts brought forth in rela- 
tion to another disease, lupus erythematosus, where 
even a cross fire of these processes was once 
suggested as. responsible for the eruption. 

Then, as the. author mentions, Rostenberg, in 
his article in the British Journal of Dermatology, 
includes dermatitis nodularis necrotica in his list 
of diseases which may possibly be linked to the 
Sanarelli-Shwartzman phenomenon. Dr. Binkley’s 
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production of a long flare in his patient, following 
intravenous injections of bacterial matter, would 
seem to bear out that view. 

I pose one’ question: Were there any symptoms 
in this case referable to the gastrointestinal tract? 

Dr. Georce M. Lewis, New York: In a disease 
that is uncommon and in which there may be 
difficulty of diagnosis, I should like to refer to a 
patient with similar history and findings, whom 
I have followed for many years. 

There was no evidence of tuberculosis, and the 
laboratory studies were virtually of little help in 
suggesting a therapeutic response. Empirically, a 
wide range of therapy was used, paralleling con- 
siderably the drugs and procedures administered 
to Dr. Binkley’s patient. However, we did even- 
tually obtain a good response to the administration 
of tetracycline, given: over a long period, inter- 
mittently, with liberal rest periods. This approach 
seemed to bring results when other treatments 
failed, including cortisone. 

It is of interest, of course, that Dr. Binkley 
found corticotropin (ACTH) effective in this 
patient, whereas cortisone was ineffective. This is 
my experience in treating pemphigus, and I believe 
in patients with a chronic ailment in which steroids 
are used corticotropin is preferable to cortisone 
or at least should be included in the therapeutic 
regimen. Treatment of pemphigus may continue 
indefinitely if corticotropin is the backbone of 
therapy. 

Dr. Binkley has contributed a good deal by his 
observation of a possible Shwartzman phenomenon. 

Dr. WERNER W. DueEMLInG, San Diego, Calif. : 
I enjoyed this presentation by Dr. Binkley and 
appreciated the privilege of reading his manuscript. 
In his opening remarks he made reference to the 
two cases which I reported under this title; the 
first in 1929 and the first in the American literature 
which came under study on Dr. Wile’s service 
at the University of Michigan over a three-year 
period and multiple hospital admissions. Although 
Werther’s original. report designated tuberculosis 
as the etiologic agent, we were unable to demon- 
strate tuberculosis in this patient, and assigned the 
hemolytic Staphylococcus as the causative factor; 
a persistent finding in the lesions and the lymph 
glands. 

The second case was presented before this 
Association in 1935, and paralleled the first with 
the addition of complete autopsy findings, which 
also failed to uncover any evidence of tuberculosis. 
A review of previously reported cases revealed 
that in the majority tuberculosis could not be dem- 
onstrated. 

Dr. Binkley has been fortunate in being able to 
observe his patient for 14 years, and suggests that 
the site of the tissue reaction in dermatitis nodu- 
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laris necrotica is in keeping with the Shwartzman 
reaction. I am inclined to agree with his observa- 
tion and wish to congratulate him on his excellent 
presentation and his contribution to our under- 
standing of this rare condition. 


Dr. ArtHurR G. ScHocH, Dallas, Texas: Again, 


I would like to ask a question of Dr. Binkley; 
that is, would he tell us again the total daily dosage 
of cortisone which was administered to this patient, 
prior to the use of corticotropin, from which he 
obtained no results. 

Another thought occurred to me as I was listen- 
ing to Dr. Binkley’s and also Dr. Sternberg’s 
presentations; that is, apparently some infectious 
process has been considered as the basis. I raise 
this only as a question: why both of them did not 
try repeated and relatively large doses of gamma 
globulin ? 

Dr. GeorceE W. BINKLEY, Cleveland: The man 
whom I presented today never had any internal 
organ involvement. His chest radiograph was 
normal; his urine analyses were normal down 
through the years; and, in answer to Dr. Corson, 
he never had any gastrointestinal complaints. 

There was one complaint which he had and 


_ which I am not certain is part of the syndrome 


of dermatitis nodularis necrotica. He complained 
of intense pain in the right leg even at times when 
there was no ulcer. Because of this, he developed 
morphine addiction. A right thoracic chordotomy 
was done to relieve the pain. 

With regard to the total daily dose of cortisone, 
I do not have that available. As a matter of fact, 
he was not under my care when he received it. 
He was in another hospital in an adjacent city, 
and the dose and duration are not available. 

In regard to the gamma globulin, we investigated 
that. We looked ‘for agammaglobulinemia and 
found that his total serum protein was normal; 
his globulin was 2.7 gm.; and paper electrophoresis, 
done on the serum proteins, revealed amounts that 
were in normal limits for alpha, beta, etc., globulin. 
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Therefore, gamma globulin was not used in treat- 
ment. 
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The Role of Pseudomonas Aeruginosa in 


Infections About the Nails 


MARJORIE FRANTZ BAUER, M.D., and HAROLD COHEN, B.A., M.T., Les Angeles 


Pseudomonas aeruginosa has been accepted 
as the causative agent in certain cases of 
external otitis, otitis media, meningitis, 
septicemia, infant diarrhea, and in some 
genitourinary infections. It has seldom been 
considered as more than a secondary invader 
of devitalized tissue in skin lesions in which 
it was found. 

We have studied four cases in which it 
was difficult to relegate the role of Pseudo- 
monas to that of a secondary invader. The 
infection began about the nail in all cases. 
Good therapeutic results were obtained only 
when agents to which Pseudomonas was 


sensitive were used. 

CasE 1—A 45-year-old housewife had a 
paronychial infection of the middle finger of the 
right hand of one year’s duration. The involved 
nail was discolored blue-black and green. Incision 
and drainage of this area had been performed 
because of cellulitis, and penicillin was subse- 
quently administered. Because of the discoloration 
of the nail, Pseudomonas infection had been sus- 
pected, and a solution of polymyxin B sulfate in 
propylene glycol (Aerosporin Otic Solution *) had 
been prescribed for local application. Candida 
albicans had been cultured from the paronychial 
fold, but no attempt to culture Pseudomonas was 
made at that time because no material could be 
expressed from the nail fold. 

She was seen by us on Feb. 2, 1956, at which 
time she was improved but still presented a pain- 
ful cellulitis about the nail fold. There was a 
band of normal nail between the nail fold and 
the black discolored nail. 

We were able to culture only Candida albicans 
from the nail fold and nothing from the involved 
nail. Apparently the Pseudomonas infection had 


Submitted for publication Oct. 1, 1956. 
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been well controlled by the polymyxin B sulfate 
applications, but the Candida albicans infection was 
still present. 

She was instructed to use 0.1% polymyxin B 
sulfate in 1% acetic acid as soaks followed by 2% 
methylrosaniline. One month later the paronychia 
was cured, and the discolored nail was being re- 
placed by normal nail. 

Case 2.—A 50-year-old food handler presented 
a tender cellulitis involving the paronychial tis- 
sues of the index finger, the little finger, and the 
middle finger of the left hand. The nails of these 
involved fingers were black. She had received 
medical care for several months elsewhere and, 
though improved, was not cured. She was not 
concerned about the color of the nails but was 
anxious to be relieved of the discomfort of three 
paronychial infections on one hand. She was able 
to express a small amount of liquid material by 
pressure on the inflamed areas at the base of the 
nail, from which Pseudomonas aeruginosa was 
recovered in culture. We were unable’ to culture 
Pseudomonas from the nail scrapings. Penicillium 
was grown on Sabouraud’s medium. 

She was given 1 gm. of streptomycin daily for 
seven days, and then-twice weekly for three weeks. 
She was instructed to use 0.1% polymyxin B sul- 
fate in 1% acetic acid as a soak. The cellulitis 
involving the paronychial tissues healed and did 
not recur, but one year later the involved nails 
were still discolored. 

Case 3.—A 50-year-old waiter presented a pain- 
ful cellulitis of the paronychial tissues of the 
right fourth finger of four weeks’ duration. The 
involved nail was just beginning to turn black. 
He was given Alibour solution (a solution con- 
taining zinc and copper sulfates) as soaks and 
iodochlorhydroxyquin cream (3% Vioform 
Cream *), without improvement. 

Candida albicans was cultured on Sabouraud’s 
medium. Material expressed from the nail fold 
revealed Pseudomonas aeruginosa on culture. He 
was given 0.1% polymyxin B sulfate in 1% acetic 
acid as soaks, followed by applications of methyl- 
rosaniline. The infection cleared and has remained 


* Ciba Pharmaceutical Products, Inc., 556 Mor- 
ris Ave., Summit, N. J. 
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1). — Note band of normal nail _ Fig. 2 (Case 1).—Note that the paron 
‘ply as (Reros weeks of therapy — is aoe healed and that the seat aa 
with yxin erosporin aratio colored nail is being replaced with normal 
eos en ren sé The dark color about the patonyenen! fold is 
methylrosaniline. 













— Me 4 ‘(Caan 3). coke pS paronychial jafee- 
domonas aeruginosa — was cultured. Note the tion from which Pseudomonas aeruginosa and 
bitie-black discoloration of the nail plate due to Candida albicans were cultured. Note beginning 
pyocyanin. discoloration of the nail plate. 
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Fig. 5.—Fragments of nail dropped into a cul- 
ture of Pseudomonas aeruginosa. Note discolor- 
ation of nail fragments as compared with normal 
nail. 
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well, The blue-black color of the involved nail 
disappeared after several months. 

Case 4—A 30-year-old mail clerk presented a 
moist crusted dermatitis about the thumb nail of 
the right hand. It had begun after he had forcibly 
removed a piece of skin from the periphery of 
the nail. The infection spread by undermining 
what appeared to be normal skin. A morphological 
diagnosis of acrodermatite continué was made. 

He was given Alibour water soaks, 3% iodo- 
chlorhydroxyquin cream, 1% chloramphenicol 
cream (1% Chloromycetin Cream?) for local 
use, and chlortetracycline (Aureomycint) by 
mouth. Débridement was frequent and thorough, 
but the infection continued to spread by under- 
mining. 

Candida tropicalis was cultured on Sabouraud’s 
medium, and Pseudomonas aeruginosa on thio- 
glycollate medium. He was given streptomycin 
1 gm. daily for seven days, and instructed to soak 
his thumb in 0.1% polymyxin B sulfate in 1% 
acetic acid for one hour twice a day, followed by 
methylrosaniline applications. In 10 days the lesion 
had healed. 


Comment 


Pseudomonas can be cultured from the 
skin and stools of normal persons. The 
organism grows readily on most culture 
media, preferring a pH of 6.6-7.0. Some 
strains ‘produce two pigments, pyocyanin 
(blue-black, soluble in water and chloro- 
form) and fluorescin (yellow or green, solu- 
ble in water and insoluble in chloroform). 
A few strains produce no pigment at all. 
Pigment production appears to be dependent 
not only on the strain but also on the kind 
of medium on which the organism is grown. 

Pseudomonas produces an agglutinin. A 
titer higher than 1:30 is rarely encountered 
in a normal person, whereas titers as high 
as 1:500 or 1:1000 may occur with systemic 
infection. 

Goldman and Fox! and Moore and Mar- 
cus? have previously implicated Pseudo- 
monas aeruginosa as the cause of green or 
black nails. The latter were able to culture 
the organism from nail scrapings. Although 
we were not able to culture the organism 
from nail scrapings in all cases, it is our 
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belief that the discoloration of the nail is 
due to growth of the organism within the 
nail rather than a diffusion into the nail 
plate of pigment produced by the growth 
of Pseudomonas organisms in the paronych- 
ial tissues. If the latter were true, it would 
be reasonable to predict that with cure of 
the infection in the paronychial tissues, the 
discoloration of the nail should grow out 
as the nail grows. This is not a constant 
observation. In one of our cases, the black 
color remained for one year throughout the 
entire length of the nail despite apparent 
cure of the paronychial infection. 

It is believed that the organism invades 
the tissue about the nail after minor trauma. 
All of these patients gave such a history. 
One had forcibly removed a portion of the 
cuticle about the nail. The other patients 
had a habit of forcing the cuticle back from 
the nail plate and trimming it with nail 
scissors. 

In an effort to verify our clinical obser- 
vations, pieces of normal nail were planted 
in Pseudomonas cultures. The nails turned 
blue-green or blue-black. This color appears 
to depend on how efficient the selected strain 
of Pseudomonas is in producing pigment. 
Fragments of nails planted on plain agar 
slants and in thioglycollate medium showed 
no change in color. 

Stanley,? in a detailed article on Pseudo- 
monas (Bacillus pyocyaneus) infections, dis- 
cussed the cutaneous manifestations of 
systemic infection. He described an ulcera- 
tive gangrenous lesion which is said to be 
characteristic and to occur with great fre- 
quency in systemic Pseudomonas infection. 
Post and Hopper‘ cultured Pseudomonas 
from lesions which morphologically were 
diagnosed as dermatitis repens or acroder- 
matite continué. 

Other types of organisms can probably 
produce this type of morphology, but 
Pseudomonas should be recognized as one 
of them, particularly since Pseudomonas re- 
sponds to an entirely different series of anti- 
biotics than do the usual staphylococcic in- 
fections of the skin. 
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Summary and Conclusions 


Four cases of infection about the nails 
are reported. Pseudomonas aeruginosa is 
believed to be the causative agent of these 
lesions, which morphologically were diag- 
nosed as acrodermatite continué of Hallo- 
peau, paronychial infections, and blue-black 
discoloration of the nail plate. 

The most effective therapeutic agents ap- 
peared to be cool soaks consisting of 0.1% 
polymyxin B sulfate in 1% acetic acid, 
followed by 2% methylrosaniline. 

10911 Weyburn (24). 
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Corrections 


In the article “Localized Scleroderma: A Clinical Study of Two Hundred Thirty-Five 
Cases,” by Drs. Herbert B. Christianson, Cletis S. Dorsey, Paul A. O’Leary, and Robert R. 
Kierland, in the December, 1956, issue of the ARCHIVES (pp. 629-639), the type of the upper 
half of Table 3 (p. 630) became pied and appeared as a jumble of figures and letters opposite 
the word “Trunk.” This portion of the table should have appeared in the following form: 


. 





























Location and Distribution Cases 
Linear 108 
Unilateral 102 
Bilateral 6 
Lower extremities 38 
Upper extremities 33 
Frontal or frontoparietal or both 29 
Trunk 8 














In the article “Eosinophilic Granuloma of Skin and Mucous membrane: Association with 
Diabetes Insipidus,” by Drs. Robert R. Kierland, John G. Epstein, and Walter E. Weber, in 
the January, 1957, issue (pp. 45-54), Santa Rosa, Calif. is the address of Dr. Weber only; 
the other authors are from Rochestér Minnesota. Dr. Kierland’s middle initial is R., not B. 
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Herpes Zoster 


1. Report of a Case With Multiple Nerve Involvement and Varicelliform Gen- 


eralization 


2. A Note on the Frequency of Right- and Left-Side Localization of Herpes 


MORRIS LEIDER, M.D., and MIGUEL A. CONTRERAS, M.D., New York 


Herpes zoster is an infectious disease 
caused by a virus that is both dermatotropic 
and neurotropic. In its dermatotropism, 
the virus usually causes a relatively benign, 
localized (segmentary) vesicular dermatitis 
which is attended by more or less sympto- 
matic discomfort (burning, itching, pain) 
and may result in scarring at the end of its 
self-limited course. But on the whole the 
cutaneous process alone is nearly inconse- 
quential, except when it results in severe 
scarring on an exposed or a desirably ex- 
posable site. In its neurotropism, however, 
the virus of herpes zoster has special pre- 
dilection for sensory ganglia and may cause 
protracted disability from long enduring 
neuritis. Moreover, the potential of this 
virus to invade and affect other parts of 
the nervous system, or the whole of it, 
sometimes makes its neurotropism a still 
more serious concern. Fortunately, involve- 
ment of nerve structures aside from the 
peripheral sensory is not common. Never- 
theless, peripheral sensory neuritis, encepha- 
litis, myelitis, neurovegetative affects, and 
motor nerve paralyses have been so severe 
on occasion that resultant morbidity has at 
times shortened life considerably. Such 
serious consequences are to be feared more 
in the aged or the debilitated. 

The case herein reported is one in which 
the process started in a manner that would 
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have been classed simply as average herpes 
zoster of the three divisions of the trigem- 
inal nerve had it stayed ordinary, but it 
eventuated in generalization and multiple 
nerve involvement that resulted in a picture 
of Bell’s palsy and the Ramsey Hunt syn- 
drome. 
Report of Case 


A 57-year-old white man was admitted to the 
dermatologic service of Bellevue Hospital with 
complaints of pain on the right side of the head, 
brow, and face, and an eruption on the ipsilateral 
side of the face. One week prior to admission the 
patient experienced pain as of a continuous tooth- 
ache on the affected side. On the day before ad- 
mission, numbness was complained of, and a rapid- 
ly evolving vesicular eruption appeared on the 
right side of the scalp, brow, and maxillary region, 
with lacrimation and profuse watery discharge 
from the right nostril. 

Physical examination of the skin at the time of 
admission revealed a vesiculopustular eruption in 
which the individual lesions were grouped in ag- 
minations measuring 1.5 cm. in diameter and 
which extended from the right ear to the mouth 
horizontally and from the temporoparietal region 
to the chin vertically (Figs. 1 and 2). The con- 
junctivae. were chemotic, the lids edematous, and 
the oral mucosa showed eroded areas on the right 
buccal region, palate, and side of the tongue. A 
suggestion of generalization of the eruption was 
noted in the form of maculopapular lesions scat- 
tered sparsely on the body. 

The temperature was 103 F, but the rest of the 
physical examination was essentially negative. 

On the day following admission the generaliza- 
tion became more marked (Fig. 3). Lesions on 
the body appeared in crops seriatim, so that at 
any time varicelliform lesions in all stages of 
deyelopment from macules through papules, 
vesicles, and pustules could be seen. In addition 
a suggestion of right facial palsy was noted. There 
was no corneal ulceration or involvement of the 
nasal mucosa. 
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Fig. 1—Herpes zoster. : Fig. 2—Herpes zoster. 


Fig. 3—Herpes zoster. Varicelliform generali- Fig. 4.—Herpes zoster. Bell’s palsy as a. com- 


zation. plication. 
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HERPES ZOSTER 


In the subsequent five days the generalized and 
localized eruption cleared steadily, and the tem- 
perature fell to normal. 

Neurological examination in the course of the 
illness revealed the following: 

1. Involvement of all branches of the fifth 
cranial nerve in the form of cutaneous hyperes- 
thesia in the corresponding dermatomes and loss 
of the sense of taste to salt and sugar on the 
right side of the tongue. 

2. Involvement of the seventh cranial nerve in 
the form of the typical picture of Bell’s palsy 
(Fig. 4). 

3. Involvement of the cochlear branch of the 
eighth cranial nerve in the form of hypoacousia 
(nerve-deafness type). 

In synopsis, the course of the entire episode 
during hospitalization was as follows: Recovery 
from the cutaneous effects occurred within an 
average time for a condition of this extent; the 
sensory nerve disturbancés (fifth and eighth 
cranial nerves) improved, but there was some 
residual neuritis upon discharge; the motor nerve 
paralysis (seventh cranial nerve) improved more 
slowly, so that there still was noticeable distortion 
of the right side of the face upon discharge. 


Comment 


There is a fairly large literature with 
regard to herpes zoster complicated by mus- 
cle paresis, muscle atrophy, and unusual 
sensory disorders. On the sensory side, 
dysesthesia of the special senses of smell, 
taste, and hearing, and of ordinary epicritic 
and protopathic sensation is common, al- 
though rarely tested for thoroughly. Motor 
effects, though rarer, are, however, more 
obvious, more serious, and usually force 
detailed examination and attention. One 
may list the commonest or most important 
possibilities of motor dysfunction as oculo- 
motor paresis, paralytic mydriasis, facial 
palsy, bladder and intestinal atony, large 
skeletal muscle pareses (up to hemiplegia), 
and muscle wasting. 

The usual conception of the neurotropism 
of the virus of herpes zoster is that it is 
limited to sensory structures. This may in- 
deed be the case. It is necessary, however, 
to explain motor effects, and two explana- 
tions are possible. In our opinion the less 
likely explanation is that motor elements are 
involved by contiguity of inflammatory re- 
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action rather than by any direct action of 
the herpes zoster virus; the more likely 
explanation is that motor nerve cells and 
structures may be attacked in the same man- 
ner as sensory nerve cells and structures. 
It would seem to us that if the first explana- 
tion (involvement by contiguity of inflam- 
matory reaction) were correct, motor effects 
should be more common; whereas if the 
second explanation is the correct one, the 
rarity of motor effects is accounted for by 
strong preferential localization of the virus 
in sensory neural elements. 

Two further, long-debated questions 
about herpes zoster are prompted by the 
case reported, namely, the meaning of gen- 
eralization and the relationship between 
herpes zoster and varicella. Since virology 
is still not so well developed as to be able 
to give a final answer as to whether the 
viruses of herpes zoster and varicella are (1) 
absolutely identical, (2) related but distinct, 
or (3) whether one is an attenuated strain 
of the other, there is no decision in the 
matter through morphology and biology of 
the viruses. One may then only speculate 
upon epidemiologic events that seem to sug- 
gest identity from instances where adults 
“catch” herpes zoster after contact with 
children who have chicken pox and where 
children “catch” chicken pox after contact 
with adults who have herpes zoster. Or, 
one may resort to immunologic considera- 
tions and imagine that varicella is primary 
infection with the virus within a situation 
of immunologic immaturity, whereas herpes 
zoster is reinfection or reinvocation of ac- 
tivity of the virus within an established 
immunobiologic complex of some sort with 
respect to that virus. In both predications 
the situations are somewhat comparable to 
events in herpetic stomatitis and herpes 
simplex. The former is the primary episode 
upon immunologic immaturity, and the lat- 
ter is a secondary event after immunologic 
changes obtain. One may even go further 
and wonder whether when generalization of 
herpes zoster occurs, partial cutaneous sus- 
pectibility to chicken pox in the ordinary 
manner has not reappeared. 
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Right- and Left-Side Localization of Herpes Zoster / 








Clinic come 
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Combined 215 


or = Cent No. ws = Cent 
41 61 26 39 
33 60 22 40 
14 47 16 53 
26 52 24 48 
7 54 6 46 
121 56 94 44 





While reflecting upon this and other 
cases, it occurred to one of us (M.L.) that 
there may be a significant difference in lo- 
‘calization of herpes zoster as to right and 
left side. Recalling that there is difference 
in neurologic balance with respect to right- 
and_ left-handedness, eye preponderance, 
unilateral location of some nervous struc- 
tures (e. g., Broca’s area), it is not out- 
landish to imagine that there may be 
influence upon the side of localization of 
diseases that are dependent in part upon 
neural segmentation. A quick issue of the 
point was sought by simple count of several 
series of cases from several separate derma- 
tologic facilities. The results are recorded 
in the Table. Some interesting phenomena 
occurred in the development of these statis- 
tics. The counts were made in the order of 
presentation in the Table. When the first 
two were completed, it seemed as if the 
frequency of right- and left-sided localiza- 
tion was in a ratio of 3:2. Had we stopped 
there, it would have appeared that a signifi- 
cant datum had been uncovered that re- 


quired more explaining than is involved in 
the laws of probability that control the toss 
of coins. But the next three counts which 
gave a 1:1 correspondence tended to negate 
the possibility of significant difference. One 
may wonder if it is worth while to continue 
such counts in other places until a sure issue 
is derived. 


Summary 


A case of herpes zoster with multiple 
nerve involvement and varicelliform gen- 
eralization is reported. 

Attention is drawn to problems of motor 
nerve involvement and to questions of etio- 
logic relationship between herpes zoster and 
varicella. 

A summation of 215 cases from five dif- 
ferent institutions shows a slight prepon- 
derance of right- over left-sided localization 
of herpes zoster, but not sufficient to con- 
clude that in a large enough series the cor- 
respondence would not be nearly exactly 
Ei. 

550 First Ave. (16). 
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Avian Egg-Shell Membrane 
Dermatophytes 


IRENE NEUHAUSER, M.D., Chicago 


The purpose of this paper is to describe 
a new procedure for growing dermato- 
phytes, to point out a number of advantages 
of the method, and to suggest applications 
to which it may be adapted. 

Although most of the dermatophytes may 
be satisfactorily grown on Sabouraud’s glu- 
cose agar medium or on modifications of it, 
direct inoculation from clinical material fre- 
quently results in a heavy growth of con- 
taminants, principally bacteria. For this 
reason it is common practice to make the 
initial inoculation on media containing bac- 
teriostatically active additives, such as Litt- 
man oxgall agar, and media containing 
antibiotics. Although these media repress 
the growth of the contaminants, there is 
reason to believe that the active materials 
may -not always be without effect on the 
more fastidious strains of the dermato- 
phytes, which could be hindered in their 
growth and possibly overlooked. It seems 
logical to believe that organisms which are 
found growing on the skin, hair, and nails 
should best be studied by growing them on 
materials similar to those on which they are 
found, that is, on materials largely com- 
posed of keratin. 

A number of studies have been reported!” 
showing that certain materials containing 
keratin could support the growth of some of 
the dermatophytes. Other 
have been carried out for the purpose of 
providing laboratory methods for cultivating 
dermatophytes. Tate * used strips of guinea- 
pig pelt in tubes containing moisture. Em- 
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investigations 


as a Culture Medium for 


mons * used a sterilized, moistened shaving 
of cow’s horn on a slide protected by a 
cemented cover glass. He found that the 
dermatophytes grew well and that vegetative 
growth was less abundant and conidiophores 
were more evident than in tube or plate 
cultures. Williams®* and Bonar and 
Dreyer *® used bundles or coils of human 
hair sterilized in tubes. Rogers, Hirsch- 
mann, and Humfeld ® used pieces of woolen 
fabric placed on Sabouraud’s agar. Nan- 
nizzi '° used feathers and also hair sterilized 
in tubes, and Page?! employed finely di- 
vided ster.lized horn, fingernails, and hair 
placed on tap water agar. Vanbreuseghem ' 
developed a method, which has had consid- 
erable acceptance, in which the organisms 
are grown on a single hair supported in a 
glass frame. Few bacteria likely to contami- 
nate the dermatophytes grow well on kera- 
tin, and this allows the fungi to develop 
with little or no contamination. For this 
reason keratin-containing media are well 
adapted to direct inoculation with pathologi- 
cal material. 

The problem has been to find a form of 
keratin which would vigorously support the 
growth of the common dermatophytes, 
would be cheaply and readily obtainable and 
easily and quickly adapted to the cultivation 
of fungi from clinical material. In seeking 
to solve this problem, the physical proper- 
ties of human epidermis were kept in mind 
as well as its remarkably high content, for 
a keratin, of the amino acid methionine.” 
These characteristics distinguish human epi- 
dermis from horn,. hair, nails, feathers, 
wool, and numerous other keratinous mate- 
rials used in the past in cultivating derma- 
tophytes. 
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Shell- 
Membranes. 


longitudinal 


drawing of 
section through the hen’s egg. 


Fig. 1.—Schematic 


The physical similarities between human 
epidermis and the shell membranes of the 
avian egg, as well as the exceptionally high 
methionine content of shell membrane,!4:15 
suggested a trial of this keratin as a growth 
medium for dermatophytes. The inner egg- 
shell membrane forming the floor of the air 
sac in the hen’s egg has the advantages of 
being moist and being protected by the egg 
shell. In addition, it requires no steriliza- 
tion, and it provides an area sufficient for 
useful work. Fortunately, eggs are almost 
universally obtainable and are relatively in- 
expensive. 


Procedure 


The egg is punctured at the center of the large 
end, which contains the air cell. The most con- 
venient instrument for this purpose is the VirTis 
Egg Punch * which permits one to puncture the 
shell and to remove a small circular disc with no 
risk of penetrating the inner shell membrane 
forming the bottom of the air cell. Instead, an 
18- or 20-gage intravenous injection needle, fitted 
to a syringe which serves as a handle, may be 
used for puncturing the shell and the adhering 
outer shell membrane. Care must be taken in 
puncturing eggs with thick shells when using the 
needle technique to avoid plunging the needle into 
the membrane at the floor of the air sac and rup- 
turing it. With a small pointed scissors or with a 
sharp scalpel, the shell opening is enlarged by 
trimming away bits of shell and adhering outer 
shell membrane to a diameter of about 0.75 cm. 


* Egg Punch, No. 8-112, in stainless steel, avail- 
able from the VirTis Company, Inc., 160 Ash- 
burton Ave., Yonkers, N. Y. 
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The inner shell membrane forming the floor of 
the air cell is then easily seen, and the inoculating 
material, either in solid form or suspended in a 
solution, may be dropped onto the membrane. The 
opening in the egg shell is then closed with a piece 
of pressure-sensitive cellophane tape (Scotch 
Brand Cellophane Tape), which may be raised 
whenever a closer inspection is desired. The 
inoculated eggs are placed upright in a_ holder, 
which conveniently is the paper carton in which 
they are customarily marketed. The carton is 
then closed and placed in an incubator or in a 
suitable warm place. The studies mentioned in 
this paper were all carried out at 37C. Growth 
is usually sufficient in two or three weeks to per- 
mit transfers to be made. The shell opening is 
enlarged, and bits of the membrane, into which 
the fungus has penetrated, may be cut out with 
a sharp-pointed scissors and transferred to special 
differentiating media appropriate for the further 
study and identification of the organism. 

In practice it has been found that growth de- 
velops in and through the membrane, and it is 
probable that nutritive elements from other_ parts 
of the egg are available to the growing organism. 
However, this has not seemed to make the method 
less specific or to have facilitated the growth of 
contaminants. 


Results 


All the common dermatophytes have been 
grown on the egg-shell membrane. How- 
ever, Malassezia furfur and the lipophilic 
yeast-like organism Pityrosporum orbiculare 
could not be grown. A Nocardia was re- 
peatedly grown from scales obtained from 
a number of patients with erythrasma. Since 
most persons are evidently refractory to 
Nocardia minutissima infection, it was im- 
possible to demonstrate a causal relationship 
between the Nocardia grown and erythras- 
ma. In an attempted inoculation by transfer 
of the growing Nocardia on a piece of egg- 
shell membrane to the axilla of a volunteer, 
a lesion resulted which regressed and dis- 
appeared in a few weeks. As far as I am 
aware, only one successful artificial inocula- 
tion of a human subject has been reported,'® 
and this was by direct transfer of scales 
from an active erythrasma to the skin of the 
volunteer. 

In addition to the isolation of dermato- 
phytes from pathological material, there are 
doubtless many other applications of the 
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Fig. , 2.—Inoculated egg with cellophane tape 
closure. 


Fig. 4—Section of egg 
membrane with culture 
from Figtre 3. Hotch- 
kiss-McManus_ stain; 
fivefold enlargement of 
X 450. 


method which might be rewarding. For 
example, the evaluation of fungicidal and 
fungistatic agents might prove to be con- 
veniently carried out by the egg-membrane 
procedure. It is also possible that other 
keratinophilic organisms, such as the fas- 
tidious chytridiales and other keratinophilic 
phycomyceteae, might grow on egg-shell 
membrane. 


Summary 


A new method of growing dermatophytes 
on the inner shell membrane of the avian 
egg is described. The procedure is satisfac- 


Neuhauser 





Fig. 3—Trichophyton mentagrophytes growing 
on egg membrane 21 days after inoculation with 
scales from a patient with tinea cruris. 





tory and convenient for the isolation of 
dermatophytes from pathological material. 
All the common dermatophytes have been 
successfully grown by this method. Lipo- 
philic organisms, however, could not be 


.grown. A Nocardia has been repeatedly 
grown from scales obtained from a number 
of patients with erythrasma. An attempt to 
inoculate a human volunteer with egg-shell 
membrane containing the growing Nocardia 
gave a lesion which regressed and disap- 
peared within a few weeks. 

7 W. Madison St. (2) 
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Reticulohistiocytic Granulomas of the Skin Associated 


with Arthritis Mutilans 


Report of a Case Followed Fourteen Years 


HAROLD M. JOHNSON, M.D., and IRVIN L. TILDEN, M.D., Honolulu 


Reticuluhistiocytoma or reticulohistiocytic 
granuloma refers to a nodular lesion of the 
skin which, despite its rarity, has aroused 
considerable interest. The tumor may be 
single or multiple and is composed chiefly 
of peculiar nonsudanophilic giant cells with 
single or multiple nuclei and a homogeneous, 
finely granular, slightly basophilic (some- 
times acidophilic) cytoplasm which tends to 
have a ground-glass appearance. These cells 
have been interpreted as ganglion cells and 
as cells of myoblastoma, but the majority 
of workers have recognized their reticulo- 
endothelial (histiocytic) nature. Of greatest 
interest is the association of the skin lesions 
with arthritis of varying degrees of severity, 
which has been found in 13 cases including 
the one herein reported. Our case was un- 
usual because of the nature of the arthritis, 
which was so severe and progressive that it 
resulted in widespread absorption of bone, 
ankylosis of many joints, and the final clin- 
ical picture of arthritis mutilans. 


‘Historical Aspects 
Cases Associated with Arthritis 


Parkes Weber and Freudenthal, in 1937, 
were probably the first to report a case, a 
man of 35 with skin lesions in the form of 
many hard reddish-brown, pea-sized nodules 
on the backs of the fingers and smaller red, 
firm papules on the face, which were asso- 
ciated with symptoms of severe rheumatoid 
arthritis. The serum cholesterol was 350 
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mg. per 100 cc. on one occasion. Histo- 
logically the skin nodules showed many 
large, multinucleated cells with abundant 
cytoplasm and pale nuclei. They contained 
no appreciable amount of stainable lipid 
material. Five years later the cutaneous le- 
sions had regressed, but the arthritis had 
become worse and was disabling. 

Portugal and associates,? in 1944, de- 
scribed a 44-year-old man who had hundreds 
of papules and nodules over the entire body, 
associated with pain and limitation of mo- 
tion of the finger and shoulder joints. 
Allington, in 1948, described the case of a 
66-year-old woman with multiple skin le- 
sions and severe arthritis, associated with 
a toxic adenoma of the thyroid. The skin 
lesions began to involute and the arthritis 
improved after thyroidectomy. Caro and 
Senear* described two patients with mul- 
tiple skin nodules and arthritis in 1952; one 
was a 50-year-old man with rheumatoid 
arthritis, who developed multiple skin le- 
sions four years later, and the other was 
a 36-year-old woman with minimal arthritic 
changes involving the hands, and skin nod- 
ules scattered over the face, ears, and 
forearms. In discussing this paper, Mont- 
gomery mentioned two additional cases, both 
with multiple skin lesions, but only one with 


“arthritis; this patient was a 24-year-old 


woman with swelling of the joints and skin 
lesions involving the scalp, forehead; nose, 
neck, and arms. ieee | 

- Evans,® in 1952, at. the International Con- 
gress of Dermatology in London, described 
the case of a 56-year-old woman with. mul- 


tiple skin nodules and_ papules appearing 
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about four years previously and involving 
the ears, eyebrows, extensor surfaces of 
both arms, cheeks, nose, and shins. There 
were no arthritic symptoms, but skiagrams 
showed small areas of decalcification in the 
middle phalanx of the left fourth finger, 
the left os magnum, and the scaphoid. Mi- 
nor changes were present in the feet. The 
blood cholesterol was 250 mg. per 100 cc. 
on one occasion, and lesions of xanthelasma 
were present involving the upper lids. His- 
tologically there were numerous large cells, 
mostly multinucleated, with abundant acido- 
philic granular cytoplasm, interpreted as 
typical of sd-called myoblastoma, and the 
term “xanthomatoid nodules of the skin and 
bone” was suggested for the syndrome be- 
cause of the xanthomatous lesions of the 
eyelids, the hypercholesterolemia, and the 
demonstration by Pearse of a lipoid complex 
within the cytoplasm which was also present 
in myoblastoma. (Pearse *® found that the 
granules of myoblastoma were faintly posi- 
tive with a mixture of doubly saturated 
Sudan III and IV and strongly positive 
with Sudan black B and the periodic acid- 
Schiff technique. ) 

At the same meeting Warin‘’ described 
the case of a 51-year-old woman with severe 
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arthritis and nodular lesions of the fingers, 
elbows, ears, forearms, nostrils, forehead, 
and scalp, starting about four years previ- 
ously. Lesions of xanthelasma were present 
involving the eyelids, and the blood choles- 
terol was 180 mg. per 100 cc. on one 
occasion. X-rays showed subarticular bone 
erosion of the phalanges, wrists, shoulders, 
knees, and hips, with bone destruction and 
shortening of the fingers. Histologically the 
changes in the skin nodules suggested myo- 
blastoma, and similar changes were present 
in the synovial membrane and bone. 

Goltz and Laymon ® reported two cases of 
multiple reticulohistiocytic granulomas of 
the skin associated with arthritis in 1954. 
The first was a woman of 40 with 30 to 
40 papules over the forehead, scalp, neck, 
shoulders, and sides of the fingers, associated 
with severe arthritis. The second case was 
a man of 52 who developed multiple small 
firm nodules of the fingers, hands, and ears 
in conjunction with arthritis of the fingers, 
knees, and shoulders. In the first case (and 
in Case 2 of Senear and Caro) a synovial 
biopsy was done, and the histologic changes 
were similar to those found in the skin 
lesions. These authors therefore suggested 
the term “multicentric histiocytosis of the 


TABLE 1.—Cases Associated with Arthritis 











Author Sex Age 
1. Parkes Weber & Freudenthal M 35 
(1937) 
2. Portugal et al. (1944) M 44 
3. Allington (1949) F 66 
4. Caro & Senear (1952) M 50 
5. Caro & Senear (1952) F 36 
6. Montgomery (Dis. of Caro & F 24 
Senear) (1952) 
7. Evans (1952) F 56 
8. Warin (1952) F 51 
9. Goltz & Laymon (1954) F 40 
10. Goltz & Laymon M 52 
11. Montgomery & Kierland (1955) F 55 
12. Davies & Wood (1955) F 47 
13. Johnson & Tilden (1956) F 29 
(onset) 






Arthritis Location Skin Lesions 
Severe and disabling Hands, back of fingers, ears, 
face, lips 
Fingers and shoulders Hundreds over entire body 
Severe Hands. forearms, elbows, 
sid. of nose 
Rheumatoid Elbows, hands, ears, scalp, 


forehead, & nose 

Face, ears, forearms 

Scalp, forehead, nose, neck, 
& arms 


Severe and progressive 


Severe; now has arthritis 
mutilans 








Small areas of decalcification; 
no symptoms 


Severe, progressive with bone 
destruction 


Severe 


Fingers, knees, shoulders 
Stiffness of hands 
Rheumatoid of hands, knees 


Severe, pt cer now has 
arthritis mutilans 








Ears, eyebrows, arms, cheeks, 
sides of nose 


Scalp, ears, nose, chin, elbows, 
sacral area, knees 


Forehead, scalp, 
shoulders, fingers 


Fingers, knees, & shoulders 
Fingers, hands, right elbow 
Fingers, face, neck, scalp 


neck, 


Face, hands, arms, abdomen, 
back, hips, knees, & feet 
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skin and synovia” as the most appropriate 
designation for the condition. 

Davies and Wood,® in 1955, presented the 
case of a woman of 47 with rheumatoid 
arthritis of the hands and knees and brown- 
ish-yellow cutaneous nodules on the fingers, 
scalp, neck, and around the ears. X-rays 
demonstrated a few localized phalangeal 
erosions, and histologically there were giant 
cells with fibrous strands between but only 
a scanty inflammatory reaction. 

Montgomery,?® in 1955, discussed before 
the Minnesota Dermatological Association 
the case of a 55-year-old woman who had 
had lesions of xanthelasma involving the 
eyelids for years. In 1952 she complained 
of stiffness of the hands, and several soft, 
raised nodules appeared on the dorsa of the 
fingers and hands, and the right elbow. 
The blood lipids were normal. Roentgen 
examination of both hands showed small 
areas of periarticular destructive changes in 
the distal interphalangeal joints of the 
hands. Microscopic examination of an ex- 
cised nodule revealed the histology of 
reticulohistiocytic granuloma. The forego- 
ing material is summarized in Table 1. 


Cases Not Associated with Arthritis 


The status of the case reported by Mont- 
gomery and O’Leary 7" in 1934 as “multiple 
ganglioneuromas of the skin” is question- 
able. Sections from this case were studied 
by several pathologists, including R. H. 
Jaffe, N. C. Foot, and P. Klemperer, all of 
whom thought the lesions were of reticulo- 


histiocytic nature. Drs. J. H. Globus and 
Fred Weidman supported the diagnosis of 
ganglioneuroma. The large cells were inter- 
preted by Montgomery and O’Leary as 
ganglion cells because of their stellate nature 
and prominent nucleoli, and because Nissl 
granules and dendritic processes were pres- 


ent in some of the cells. The lesions in- 
voluted spontaneously; there was no 
systemic disturbance, and the patient has 
remained well. Montgomery ™ insists that 
the case is unique and should not be con- 
fused with reticulohistiocytoma, and we are 
inclined to agree with him. Judging from 
the illustrations, the cells differ from those 
of reticulohistiocytoma by virtue of their 
stellate outline and extremely prominent 
nucleoli. 

Allen }* mentioned two tumors, in a sur- 
vey of 8000 skin specimens received by the 
Armed Forces Institute of Pathology during 
World War II, which were designated re- 
ticulohistiocytomas; and Zak‘ used the 
same name to describe four solitary lesions 
in 1950. In discussing Caro and Senear’s 
paper in 1952, Montgomery briefly de- 
scribed a patient of Dr. Shelmire, a 30-year- 
old man with about 150 lesions involving 
the face, arms, and trunk. McCash and 
Richards 1° described a solitary lesion aris- 
ing at the edge of a skin graft in a 13- 
year-old girl which appears to be a bonafide 
example of reticulohistiocytic granuloma. In 
1954 Purvis and Helwig '* reported on 44 
cases from the files of the Armed Forces 
Institute of Pathology, which included the 


TABLE 2—Cases Not Associated with Arthritis 








Author Age 

1. Zak (1950) 

RE Stic ccs chcn-weneakawencaekeeuces— Adult 

CUE sa ounce ui ealan cage 32 

SE Opiiig ube wa ctmotnwktdusinakiwscswse 45 

RE nr ans {eksetndnceansiwuk sn 20 oe 
2. Montgomery (1952) (Shelmire’s case) _..-.-.. 30 
3. MeCash & Richards (1954) ......--.------- 13 


-~ 


. Purvis & Helwig (1954) 40 cases from 
AFIP (cases of Zak excluded) 


Davies & Wood (1955).......--.----------- 70 


5 
6 


Mosi 2d, Most male 3d & 
4th decade 


Sex Number of Lesions Location 

M 1 Face 

M 1 Right side of nose 

M 1 Beneath lower lip 

M 1 Left leg 

M Many (150) Face, arms, & trunk 

F 1 Arm at edge of skin graft 

Many in 4; two in 3; en 
rest solitary 
F 1 Right breast 





1 Scalp 
1 Elbow bend 
3 Eyelid, back, & arm 
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four cases previously described by Zak, and 
presumably also the two tumors mentioned 
by Allen. Most of these occurred in the 
second, third, and: fourth decades; most 
were in males, and most were solitary. 
There were many lesions in four cases and 
two lesions in three. Davies and Wood ® 
described an unusually large reticulohistio- 
cytic granuloma involving the breast of a 
70-year-old woman in 1955. 

We have observed two patients with soli- 
tary reticulohistiocytomas during the past 
10 years, and one patient who had three 
lesions. The first of these was a 12-year-old 
Caucasian girl with a lesion of the scalp 
2 mm. in diameter. She has been lost for 
follow-up purposes. The second patient was 
a man of 38 with a red papule about 6 mm. 
in diameter in the bend of an elbow. The 
third patient was a 2-year-old Chinese boy 
with three lesions involving the eyelid, back, 
and right arm, respectively. The arm lesion 
was removed and proved to be a reticulo- 
histiocytoma (Fig. 1); the two remaining 
lesions slowly involuted, and at the present 
time the boy, now 5 years old, is well. 


Fig. 1—Solitary reticulohistiocytoma from arm 
of 2-year-old child. The giant cells are large and 
show a peculiar ground glass cytoplasm. Hema- 
toxylin and eosin; x 265. 


Swe 
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Including the cases reported herein, there 
have been 13 cases reported in which the 
patient had multiple skin lesions associated 
with arthritis, 9 of whom were women and 
4 men. There have been six patients with 
multiple lesions (three or more) without 
arthritis (excluding the case of multiple 
ganglioneuroma of Montgomery and 
O’Leary), three cases in which there were 
two lesions, and probably 41 single tumors. 


Report of Case 


A 29-year-old Japanese woman was first seen 
by one of us (H. M. J.) in December, 1942, 
complaining of a nonpruritic papulonodular erup- 
tion, associated with painful, tender, and: swollen 
joints. Her illness began in 1939, when her joints 
became stiff and painful, with the hands, knees, 
and hips most severely affected. ‘Shortly after 
the appearance of the joint symptoms, a papular 
rash was noted on the face, arms, hands, and bony 
prominences. During -the three-year interval her 
weight had decreased from 150 to 79 Ib. 

The patient was hospitalized on March 9, 1943, 
for evaluation and study. Examination showed an 
emaciated woman complaining of tender, swollen 
joints. Inspection revealed the following: 

1. On the face there were many discrete, firm 
brownish-red papules, having a nutmeg-grater-like 
surface. The chin and nose were free of lesions. 

2. The hands had many firm semitranslucent 
nodules scattered over the knuckles and _inter- 
phalangeal joints. The fingers were crooked and 
distorted. 

3. The extensor surfaces of the forearm and 
upper arm were covered with a papular reticulated 
eruption appearing in linear streaks. On the elbows 
were several discrete, hard, rubbery nodules re- 
sembling xanthoma tuberosum except for color. 

4. There were multiple firm pea-sized papules, 
similar to the facial lesions, on the lower abdomen 
and _ back. 

5. The bony prominences of the scapular, hip, 
and knee regions were covered by discrete 
nodules. 

6. There was no enlargement of the liver, 
spleen, or lymph nodes. 

Laboratory Study. The red cell count was 
3,900,000, the hemoglobin 11.2 gm., and the white 
count 11,300, with a normal differential. The 
urine was negative.. Serologic tests for syphilis 
were negative. The blood cholesterol was 160 mg. 
per 100 cc., the nonprotein nitrogen. 45 mg., uric 
acid 5 mg., and the creatinine 0.6 mg. per 100 cc. 
The total serum protein and A/G ratio were 
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Fig. 2.—Three fields from biopsy done in De- 
cember, 1942, showing peculiar histiocytic cells 
with single or multiple nuclei and ground glass 
cytoplasm. The cells contained no Sudanophilic 
material. Hematoxylin and eosin; X< 200. 


normal. A blood culture showed no growth, and 
the Weltmann coagulation band was 6 (normal). 
A tuberculin test was negative. X-ray examina- 


‘tion showed bilateral subarticular cortical erosion 


and deossification, flattening of the femoral heads, 
and obliteration of the joint spaces. 

Biopsy Studies. Biopsy specimens were taken 
from. the arm lesions: on Dec. 2, 1942, and Jan. 
13, 1943, before admission to the hospital. The 
first biopsy showed a sharply circumscribed cellular 
mass about 6 mm. in diameter occupying the entire 
thickness of the derma beneath a thinned atrophic 
epidermis. It consisted of peculiar, relatively small 
multinucleated cells containing from 2 to 10 nuclei, 
but generally not more than 3 or 4 (Fig. 2). The 
latter were round or oval and vesicular, with 
prominent nucleoli. The cytoplasm had a peculiar, 
homogeneous, finely granular, ground-glass ap- 
pearance, and was basophilic in comparison with 
the adjacent dermal collagen. Separated from this 
large nodule by normal intervening collagen, there 
were two smaller, poorly circumscribed foci in 
the upper derma, in which one gained the impres- 
sion that giant cells were being formed from or 
within altered dermal collagen (Fig. 3). 

The second biopsy showed three similar but 
smaller lesions in a more or less continuous band 
in the upper corium, associated with atrophy. of 
the covering epidermis. The giant cells were larger 
and more irregular and often had a stellate ap- 
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pearance (Fig. 4). There was more fibrous tissue 
and a fair number of lymphocytes and plasma cells 
(rare in the first biopsy specimen) were present. 
The cells contained no Sudanophilic lipid material, 
and examination of unstained frozen sections with 
polarized light showed no birefringence. Acid- 
fast and Gram-Weigert stains were negative. 
Verhoeff’s elastic tissue stain and various collagen 
stains showed only isolated stainable fragments 
in the larger lesion and fragmentation of both 
elastic tissue and collagen in the smaller ones. 

The process was thought to be of histiocytic 
nature and due to involvement of the reticuloendo- 
thelial system of the skin, and Klemperer” con- 
curred in this opinion, suggesting that a 
non-Sudanophilic stored substance might be present, 
such as a lipoprotein of some sort. Weidman™ 
was also impressed by the histiocytic nature of 
the process, but the active proliferative type of 
cell suggested a neoplastic process to him. 

On Jan. 14, 1944; five years after the onset of 
her illness, the patient was readmitted to The 
Queen’s Hospital in Honolulu, complaining of in- 
creasing pain, tenderness, and swelling of the 
joints. The cutaneous lesions had remained about 
the same. The arthritis, however, was progressing ; 


Fig. 3—A focus of degenerated collagen in 
biopsy done in December, 1942, containing several 
irregular giant cells. One gains the impression 


that the giant cells may be forming as a result 
There are 
Hema- 


of or from altered dermal collagen. 
associated leukocytes of various sorts. 
toxylin and eosin; X 265. 














Fig. 4—Appearance of specimen from biopsy 
done in January, 1943. The giant cells are large 
and irregular; remnants of fragmented dermal 
collagen are present, and the epidermis is atrophic. 
Hematoxylin and eosin; X 268, 


the patient noted that her fingers were becoming 
shorter and the tips smaller. She had difficulty 
in walking and moving because of beginning 
ankylosis. 

Roentgenograms showed a progressive, partial 
to complete erosion and destruction of the articular 
cartilages and subarticular cortices of the diaphyses 
of the metacarpal bones. The distal and middle 
row of phalanges were “melted away” to approxi- 
mately one-quarter of their normal thickness and 
length. Other bones and joints showed similar 
changes, varying only in degree. There. was com- 
plete destruction of the articular cartilage of the 
acetabulum, and almost complete erosion of the 
femoral heads. The right sacroiliac joint was 
obliterated. 

In November, 1946, almost three years later 
(and seven yeais after the onset of her illness) 
the patient was again hospitalized for evaluation. 
Her general condition had improved. There had 
been a weight gain of some 40 Ib. The pain and 
tenderness of the joints had disappeared. The hip 
joints were completely ankylosed, necessitating bed 
rest. The fingers were short and stumpy, about 
one-third of their normal. length, with folds of 
invaginated skin at each interphalangeal joint: 
“lorgnette” or “telescope” digits. No osseous tis- 
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sue could be palpated in them. The toes were 
similar in appearance but not as severely involved. 

The cutaneous lesions had disappeared from the 
face, arms, and lower trunk. The nodules of the 
hands had regressed to 1/10 of their previous size. 
The appearance of the patient at this time, con- 
trasted with her appearance in 1943 at the height 
of her illness, is shown in Figure 5. All laboratory 
studies were similar to those done previously ex- 
cept the Weltmann reaction, which showed a 
coagulation band of 9 (indicative of fibrosis and 
healing). 

Roentgenograms showed progressive deminerali- 
zation and absorption of the articular extremities 
of the long bones, most advanced in the hands, 
wrists, shoulders, hip joints, and feet. There was 
considerable absorption of the phalanges of the 
hands* and disappearance. of numerous _inter- 
phalangeal joints. The remaining carpal bones 
were partially absorbed, deformed, and ankylosed. 
The head and neck of the femur and humerus 
were completely absorbed bilaterally and ankylosed 
(Fig. 6 and 7). The flat bones of the skeleton 
were uninvolved, except for the acetabulum of 
the ilium and the glenoid fossa of the scapula. The 
ribs were normal. 


Fig. 5.—Upper, photograph taken in 1943 show- 
ing fingers of normal length and nodules on 
fingers and hands. The cheeks are covered dif- 
fusely with small papules. Lower, appearance 1946 
to 1956. There is complete disappearance of the 
skin lesions. The fingers are one-third their normal 
length and folds of redundant skin are invaginated 
into each joint in a telescopic fashion. 
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During the past nine years the patient has been 
confined to a wheel chair because of the joint 


ankylosis. There has been no pain, swelling, or 
tenderness of any joint. Her general health has 
been satisfactory, and the cutaneous lesions have 
regressed completely, leaving no evidence of 
atrophy, pigmentation, or scarring. Now, 17 years 
after the onset of her illness, the hands are much 
smaller than normal, and the fingers are soft and 
spongy; it is impossible to palpate the inter- 
phalangeal joints. Each joint has a wider base 
of redundant skin. The folds of the skin in- 


vaginate into each other like the sections of a ~° 


telescope. The fingernails are normal in color and 
size. The toes are similarly involved but are -not 
as shortened or as invaginated as the fingers. The 
ankles show a bilateral equinus deformity. Labora- 
tory studies, including protein-bound~iodine, are 
normal except for hypercholesterolemia (500 and 
525 mg. per 100 cc. on two occasions, falling to 
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Fig. 6—Upper, roentgen- 
ograms of hands taken in 
1943 showing erosion and 
destruction of the articular 
cartilages and_ subarticular 
cortices of the diaphyses of 
the «netacarpal bones. The 
distal and middle rows of 
phalanges are almost de- 
stroyed. Lower, roentgen 
appearance of the hands 
1946 to 1956. There has 
been considerable absorption 
and demineralization of the 
phalanges and disappearance 
of numerous interphalangeal 
joints. The carpal bones 
have been partially absorbed 
and ankylosed. 


350 mg. per 100 cc. three months later). The 
x-ray changes are similar to those found in 1946. 


Comment 


Study of three single reticulohistiocyto- 
mas, in conjunction with two biopsies from 
the case herein reported with multiple skin 
lesions and arthritis, has convinced us of 
the basic identity of the histologic process. 
The solitary and multiple lesions, with or 


“without arthritis, are similar; reported vari- 


ations in structure probably depend upon 
the stage of evolution of the process when 
the biopsy is done, 

We agree with Purvis and Helwig that 
the specific feature histologically “is the 
characteristic giant ‘cell with ground-glass 
cytoplasm and little or no lipid material 
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Fig. 7, A, roentgenogram taken in 1942 show- 
ing early destruction and erosion of the articular 
cartilages of the acetabula and the femoral heads. 


demonstrable with the Sudan series of 
stains. (The reaction with Sudan black B 
and the periodic acid-Schiff technique should 
be investigated, in view of Pearse’s findings 
in the cases reported by Evans and Warin.) 
We further agree with those who have 
stressed the non-neoplastic character of the 
process. The association of arthritis of vary- 
ing degrees of severity with the character- 
istic skin nodules in at least 13 instances 
makes it seem very likely that the condition 
constitutes an entity. In three instances 
(Goltz and Laymon two, Warin one) a 
synovial biopsy showed the same histology 
in the joint membrane as in the skin. 

We believe the condition to be a specific 
type of benign, non-neoplastic histiocytosis 
affecting the skin and synovial membranes, 
as suggested by Goltz and Laymon. The 
skin alone may be involved by single or mul- 
tiple lesions; or, in its full-blown systemic 
form, the disease may involve . synovial 
membranes also, with symptoms and _ find- 
ings of arthritis. Perhaps the single skin 
lesion has the same relationship to the gen- 
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B, roentgen appearance 1946 to 1956. The heads 
and ‘necks of the femurs have been completely 
absorbed, and the joints are ankylosed. 


eralized ¢ sease of skin and joints that 
eosinophilic granuloma of bone has to Hand- 
Schiiller-Christian disease, or perhaps there 
is no biologic relationship at all. 

We are inclined to believe that the condi- 
tion is related to other histiocytic diseases, 
such as the xanthomatoses and the so-called 
lipoid storage diseases of the reticuloendo- 
thelial system. The not infrequent finding 
of a high blood cholesterol, and the xantho- 
matous lesions of the eyelids observed in 
four cases, suggests some sort of relation- 
ship. Perhaps the cells of reticulohistio- 
cytoma do contain a stored substance, 
possibly a lipoprotein, as Pearse and others 
have suggested. Whether visceral lesions 
are present in the systemic form of the 
disease is conjectural, since an autopsy has 
not yet been done on such a patient. 

We should like to interject one other 
thought. In several of the early foci noted 
in the biopsy specimens from our patient 
there was a suggestion that the dermal 
collagen was undergoing degeneration and 
that giant cells were forming from this 
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altered collagen. This further suggests that 


| systemic reticulohistiocytoma basically may 


represent a peculiar histiocytic reaction to 
a primary degenerative process affecting 
collagenous connective tissue. 

The case reported is unique because of 
the severity of the arthritis, which pro- 
gressed to a final clinical picture of arthritis 
mutilans. Marie and Léri?® published the 
first case of arthritis mutilans in 1913 under 
the title “Une variété rare de rheumatisme 
chronique: la main en lorgnette.” The pa- 
tient was a 70-year-old woman with severe 
rheumatoid arthritis. The changes in the 
hands were such that the wasting of bone 
allowed the phalangeal segments to slide into 
each other like the sections of a telescope. 
The skin was thick, with transverse folds, 
and the fingers were broad at the base, 
tapering toward the tips. The fingers and 
toes were shortened, producing the ap- 
pearance of a nipple nestled in rolls of 
redundant skin. The finger tips could be 
pulled out, retracting when released into the 
rolls of skin, thus producing the likeness 
to a telescope or opera glass (lorgnette). 
Radiological examination showed decalcifi- 
cation and wasting of the phalanges around 
the joints. The same authors discussed an- 
other case with changes localized to a single 
finger (“doigt en lorgnette”). 

Nielson and Snorrason*® stated that in 
all cases of arthritis mutilans the destruc- 
tive processes are located in the metacarpo- 
phalangeal and proximal interphalangeal 
joints of the fingers and toes. Major de- 
struction has never been demonstrated in 
the distal interphalangeal joints, and indi- 
vidual fingers and toes may be involved, 
leaving adjoining bones unaffected. Other 
joints do not show changes out of the ordi- 
nary. 

A milder type of arthritis mutilans occurs 
rarely in psoriasis. Sherman * believes, as 
O’Leary did, that psoriatic arthropathy is 
a definite clinical entity distinct from rheu- 
matoid arthritis. The earliest changes occur 
in the interphalangeal joints and consist of 
marginal erosion at the edges of the 
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phalanges, which may continue until the 
bone looks as if it had been put through a 


pencil sharpener. Shlionsky and Blake 7? 
also emphasized this peculiar tapering of 
the metacarpal bones. 

Steinbrocker *° has never seen a case sim- 
ilar to the one described herein. He stated 
that the uniform involvement of all digits 
and the extensive resorption of bone ob- 
served in our patient do not occur in rheu- 
matoid arthritis and psoriatic arthropathy. 
Steinbrocker has used the term “resorptive 
arthropathy” or “arthritis mutilans” to de- 
scribe cases in which the process was similar 
(though less severe). 

Montgomery’s patient (Case 6 in Table 
1), described in the discussion of Caro and 
Senear’s paper in 1952, has now developed 
mutilating arthritis almost identical with the 
arthritis present in the patient reported 
here. The tutaneous lesions were fewer in 
number, but she has developed crippling 
resorptive arthropathy of many joints, in- 
cluding the hands. The patient also had 
xanthomatous lesions of the eyelids. Beck- 
er’s case may have developed arthritis mu- 
tilans and these are the only other cases 
we were able to find of reticulohistiocytic 
granulomas of the skin associated with re- 
sorption of bone and the development of 
arthritis mutilans. 


Summary 


The literature on reticulohistiocytoma is 
reviewed, and an additional case with mul- 
tiple skin lesions and severe arthritis is 
presented. There was extensive bone re- 
sorption, especially of the phalanges, which 
resulted in a final clinical picture of arthri- 
tis mutilans. Only two similar cases are 
known to us, although arthritis of milder 
type has been associated with skin lesions 
‘in at least 10 other cases. 

A distinction should be made between 
patients with single or multiple reticulo- 
histiocytic granulomas confined to the skin 
(usually with no systemic disturbance) and 
those in which the skin lesions are associ- 
ated with involvement of synovial mem- 
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branes too (the systemic form). In the 
first group the prognosis is good, while in 
the second the condition may result in de- 
forming arthritis of varying degrees of 
severity. _ 

We believe the condition is non-neoplastic 
and probably related to other histiocytic 
diseases, such as the xanthomatoses, al- 
though the giant cells (the histologic hall- 
mark of the disease) contain little or no 
Sudanophilic lipid material. 

Roentgenographic. studies were made by Dr. 
Louis L. Buzaid. 

Dr. Sumner Price and Dr. Harold W. Civin, of 
the Queens Hospital, provided facilities and sup- 
port during the course of the studies described. 


ABSTRACT OF DISCUSSION 


Dr. Harry L. Arnorp Jr, Honolulu: It is a 
double pleasure for me to comment on this beauti- 
ful presentation, both because it is made by my 
friend and colleague, Dr. Johnson, and my partner, 
Dr. Tilden, and: also because, ever since I have 
known Dr. Johnson professionally I have been 
urging him to report on this patient. I think it 
is probably wise that he waited so long, because 
the report is so much more interesting now than 
it would have been if he had made it at the be- 
ginning. 

I should like to call attention to an interesting 
feature of the contraction of these. fingers. Al- 
though they are shortened in the same manner as 
the fingers of leprosy, that is, by reason of shorten- 
ing of the bones, due to dissolution of continuity 
of the bones, they have not at all the appearance 
of the shortened fingers of leprosy. In leprosy, 
the soft tissues contract just as rapidly as the 
bones shorten, so that at no time is the skin 
thrown into folds along the sides of the finger, 
as is so dramatically demonstrated in this case. 

This suggests that there is some merit in the 
long-discredited notion of the existence of trophic 
nerve fibers. Some curious phenomenon happens 
in leprosy which does not happen in this disease, 
which makes the skin shorten in leprosy as fast 
as the bones do, 

One final point: We have no word to apply to 
lesions of this sort as a general or generic term, 
as a class of lesions. We have the word “gran- 
uloma,” which we use, perforce, for want of a 
better one. It is not quite right. It suggests some 
relationship to infection, which is not present, 
presumably. We have the word “neoplasm” for 
lesions which are new growth, which, again, this 
obviously is not. The classics department at the 
University of Wisconsin suggested a term which 
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I offer merely as a suggestion. I think, as Dr. 
Caro does, that it is, perhaps, liable to misinterpre- 
tation by reason of its similarity to another word 
in common use. The word they suggested was 
“pyknoma,” from the Greek word pyknos, mean- 
ing crowded. 

It seems to me that such a word might well be 
useful to include under its general cloak such 
lesions as xanthoma, eosinophilic granuloma, 
nodular subepidermal fibrosis, or histiocytoma, and 
others. 

Dr. Marcus R. Caro, Chicago: The authors 
have performed a great service in culling from 
the literature all the cases of this entity that 
have been reported and in differentiating those 
associated with arthritis from those which involve 
the skin alone. I agree with their. conclusions that 
in those cases in which the skin alone is involved, 
whether by single or multiple lesions, the prognosis 
is much better. 

Of the two patients reported by Dr. Senear and 
me, in our case of the 50-year-old white man with 
multiple lesions on the hands, face, and _ scalp, 
even though there was associated rheumatoid 
arthritis, the patient himself did very well. He 
dropped in to see us about six months ago and, 
during the five years since his last visit, his 
cutaneous lesions all disappeared spontaneously 
and his arthritis improved to the point of enabling 
him to work without any physical limitations. 

I agree with the authors that this is a reactive 
process involving the reticuloendothelial system 
rather than a neoplasm, and I feel that it may be 
produced by various stimuli. In our first case, 
microincineration by Dr. Ross MacCardle of the 
National Cancer Institute showed a great increase 
of iron oxide ash in the giant cells, even though 
iron was not demonstrable histopathologically by 
the Prussian blue stain. Our patient had worked 
in the steel mills for several years, and this ex- 
posure may have had some bearing on. the pro- 
duction of his cutaneous lesions. 

The authors’ suggestion of the possible forma- 
tion of giant cells from or as a result of the al- 
teration of the dermal collagen is intriguing. 
Speaking somewhat against this possibility, how- 
ever, is our knowledge that in other degenerative 
processes of the collagen, such as senile skin, giant 
cells of this type are not produced. 

Drs. Johnson and Tilden have added three local 
cases and an important systemic case of reticulo- 
histiocytoma of the skin with arthritis mutilans 
to the growing list of cases of this rare dermatosis. 
Their thorough study has added a great deal to 
the accumulated knowledge of this still unsolved 
problem. Further information in future cases may 
be obtained by vital staining of the lesio: with 
colloidal iron 24 hours before removal of the 
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specimen, so as to prove conclusively the reticuloen- 
dothelial nature of the cells, and also, if possible, 
by. microincineration and spectrographic study of 
the tissues to help identify either an increase or 
a diminution of elements that may be etiologically 
involved in the production of these lesions. 

Dr. Frepertc T. Becker, Duluth, Minn.: This 
is essentially a progress report of the second 
patient of Caro and Senear, and the third patient 
of Goltz and Laymon. This patient was seen again 
just a few weeks before this meeting. 

[Slide] This slide shows her hands in 1950, with 
the minimal arthritic changes, and the presence 
of the typical cutaneous nodules. 

[Slide] These lesions entirely disappeared in 
1952, and this shows her hands as they are at this 
time. 

[Slide] Roentgenograms of the bones reveal this 
cartilaginous destruction in all joints, especially 
the metacarpals and intraphalangeal joints. 

[Slide] Roentgenograms of the long bones, 
especially the humerus, show reticular decalcifica- 
tion and generalized osteoporosis. This has oc- 
curred to a less extent in all the long bones and 
appears to be a unique finding in this patient alone. 

Laboratory studies were again repeated and have 
remained about the same as found by Goltz and 
Laymon, except that there is now an increasing 
anemia and-a further elevation of the sedimenta- 
tion rate. The only abnormality found at this time 
was a reversal of the serum proteins. The LE 
test was negative. Calcium studies, both in blood 
and in 24-hour urine excretion, have been normal. 
A bone-marrow biopsy was performed at this time, 
but showed no abnormality. 

This, then, appears to be a peculiar pathologic 
process, manifested in the skin by nodules, con- 
sisting of multinucleated giant cells, and frequently 
associated with an unusual arthritis in which the 
destructive process is severest in the joint cartilage. 

Dr. RicHAarp W. Fow kes, Richmond, Va.: 
Arthritis mutilans, as described in this patient, is 
a rare disease, and this is probably one of the 
most classical cases on record. 

Since Caro and Senear’s report of two cases 
in 1952, this disease has been an established entity. 
Caro and Senear give a firm pathological basis 
on which the pathognomonic cells in this disease 
can be recognized. 

Their discussion of the differential diagnosis 
leaves no doubt that the dermatopathologist can 
make an accurate diagnosis of this disease. This, 
the clinician is unable to do, because the nodules 
of the reticulohistiocytoma may resemble the 
nodules found in several other well-defined dis- 
eases. The skin lesions in ganglioneuroma, rheu- 
matoid arthritis, gout, xanthoma, granuloma 
annulare, Histiocytoma, and, in some instances, as 
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cited by Zak, the lesions of nevus, fibroma, se- 
baceous cyst, basal-cell carcinoma, and squamous- 
cell carcinoma may simulate the nodules of the 
disease described. 

The divisions of the cases which the authors 
propose, into two classes—(1) the cases of single 
or multiple reticulohistiocytic granulomas confined 
to the skin, and (2) those cases, the systemic 
form, with multiple skin lesions and lesions on 
the synovial membranes—are tenable. Whether the 
findings of reticulohistiocytic granulomas of the 
skin with arthritis necessarily indicate a poor 
prognosis will have to await further observation. 
Thyroid disease, when corrected, as in Allington’s 
case, may bring about improvement; this followed 
both in the skin lesions and in the arthritis, after 
thyroidectomy. 

The authors are inclined to believe that this 
disease is related to other histiocytic diseases, such - 
as the xanthomatoses and the so-called lipid storage 
diseases of the reticuloendothelial system. This 
remains to be proved. 

The authors go on to interject another line of 
thought, that the giant cells were forming from 
altered collagen, this being a peculiar histiocytic 
reaction to a primary degenerative process of the 
collagenous connective tissue. While this may 
eventually turn out to be a correct interpretation, 
it is just as likely that the pathologic stimuli re- 
sponsible for the degenerative changes in the col- 
lagen may, in themselves, be directly responsible 
for the production of these bizarre giant cells 
which are so diagnostic of this rare dermatosis. 

Dr. Cart W. Laymon, Minneapolis: I am glad 
that Dr. Johnson emphasized that this process is 
non-neoplastic. In one of the cases which Goltz 
and I reported, our first impression was that the 
cutaneous lesions represented metastatic carcinoma. 
The patient had cancer of the intestine and later 
died of metastases. Histological studies showed 
that the cutaneous lesions were reticulohistiocy- 
tomas. 

Dr. Louis H. Wrner, Beverly Hills, Calif. : 
These lesions clinically look like xanthofibromas 
of the tendon sheaths. Histologically they contain 
no fat. On microscopic examination these lesions 
resemble a phase between rheumatic nodules and 
granuloma annulare. 

Dr. Lours A. BrunstiNncG, Rochester, Minn. : Dr. 
Johnson mentioned two patients whom my col- 
leagues and I had been privileged to observe at 
the Mayo Clinic, one since 1950, one during the 
past year. During the intervening years the skin 
lesions have gradually resolved, whereas the de- 
structive changes in the joints, particularly of the 
extremities, have brought -about. a condition of 
complete invalidism. Slides are presented of the 
photographs and x-ray films of the hands which 
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reveal the dissolution of the bones with the tele- 
scoping of the soft tissues, although the nails are 
normally preserved. 

The second patient, a woman 55 years of age, is 
recorded in the Proceedings of the Minnesota 
Dermatological Society, (A.M.A. Arch. Dermat. 
& Syph. 71:272, 1955). At first the characteristic 
nodular lesions of the hands were present, while 
the bones were practically normal. At this time, 
one year later, the skin lesions have cleared 50% 
to 60%, but x-rays of the hands show early dis- 
solution of the bones of the terminal phalanges. 
How far the process will go is conjectural. 

Dr. HerMAN V. ALLINGTON, Oakland, Calif. : 
I should like to bring the members up to date 
regarding the patient whom I presented before 
the San Francisco Dermatological Society Feb. 
12, 1949, (Arch. Dermat. & Syph. 62:452 [Sept] 
* 1950). After thyroidectomy for a toxic adenoma 
of the thyroid both her arthritis and her skin 
lesions had improved markedly. 

Subsequently her skin and synovial lesions 
cleared completely and have not recurred. Her 
arthritis also improved greatly, and she is now, 
at 73, in good health and carrying or a full and 
active life. 

I believe that the skin and synovial lesions and 
the arthritis are parts of a systemic disease and 
that in this patient thyrotoxicosis was also a part 
of the picture. 

I noted that Dr. Johnson’s patient and the first 
one reported today by Dr. Brunsting were both 
relatively young women. I wonder if this is a 
condition in which the prognosis is more serious 
in those whose disease develops at a younger age. 
In young women who develop this, should artificial 
menopause be considered as a treatment procedure? 

Dr. Harotp M. Jounson, Honolulu: Thyroid 
disease and its implication in reticulohistiocytic 
granuloma is conjectural. We have found a case 
presented by Allington in which it appeared to be 
an important part of the history. 

Dr. L. Brunsting presented Dr. Montgomery’s 
case as a follow-up. There -isn’t any question that 
their case has now developed arthritis mutilans. 
This is the only other case which closely resembles 
our case clinically or roentgenographically. 

Dr. Becker’s case may develop arthritis mutilans 
at a later date. At the present time, the bone 
changes are not too severe. The hands have not 
developed the “opera glass” or “lorgnette” type 
of deformity; also the joints are not as severely 
destroyed. Dr. Becker mentioned that his case 
has developed a peculiar multiple myeloma-like 
bone lesion. This may be related to systemic 
reticuloendotheliosis. (Letterer-Siwe disease) as 
described by Paull and Phillips (Paull, A. M.; 
and Phillips, A. M.: Systemic Reticuloendothelio- 
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sis [Letterer-Siwe Disease] in the Adult Male, 
Ann. Int. Med. 41:363 [Sept.] 1954). 

Dr. Arnold mentioned a suggestive similarity 
of bone destruction as seen in leprosy. I agree 
that there is some resemblance radiographically, 
but the initial and final picture is entirely different. 

Dr. Caro stressed the importance of the peculiar 
giant cell: We also believe that this cell is of 
paramount importance. If we ever see another 
case, vital stains and spectographic microincinera- 
tion studies will be done. 
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Lymphangioma-like Tumors in Kaposi’s Sarcoma 


FRANCESCO RONCHESE, M.D., and ARTHUR B. KERN, M.D., Providence, R. I. 


Lesions of Kaposi’s sarcoma may re- 
semble cysts, bullae, lymphangioma circum- 
scriptum, hemangioma, lymphoma, and 
granuloma pyogenicum.’ In the early stages 
the histopathologic finding is inflammation, 
whereas in the later stages the neoplastic 
features are most marked. As a result, de- 
pending on which elements predominate, the 
picture may be that of a hemangioma, lym- 
phangioma, granuloma, fibroma, spindle-cell 
sarcoma, or angiosarcoma. : 

We have recently observed two patients 
with Kaposi’s sarcoma who presented un- 
usual cystic masses in addition to the lesions 
more characteristic of the disease. A search 
of the literature disclosed the statement in 
many articles on Kaposi’s sarcoma that cyst- 
like tumors may rarely be observed. How- 
ever, only a few specific reports concerning 
such lesions have been published in the 
literature. 

Pelagatti,? in 1905, was perhaps the first 
to give a description of such a malformation. 
It involved a wrist, with features “never, by 
him, seen before.” The plaques were covered 
by a whitish distended skin which, when 
punctured, yielded a clear slightly blood- 
tinted fluid. The cavities communicated with 
each other so that if one was compressed 
the fluid was forced into the others. They 
were also in direct communication with 
deeper cavities, because they could be com- 
pletely obliterated without breaking of the 
walls. They filled up immediately when the 
pressure was removed. 

Pelagatti considered the manifestations as 
lymphangiectases due to true neoformation 
of lymphatic vessels. This was corroborated 
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by his histologic examinations. He explained 
their extreme rarity as due to a special indi- 
vidual disposition. 

Radaeli* stated that he had never seen 
lymphatic neoformations as described by 
previous authors and that they must be rare. 

Pick,* in 1907, described cystic tumors 
in Kaposi’s sarcoma. Frost,5 in 1921, de- 
scribed a 48-year-old man with Kaposi’s sar- 
coma who developed cystic lesions varying 
in size from that of a pea to that of a small 
cherry. He attributed these lesions to “static 
conditions.” Oliver,® in 1921, reported a 
case of multiple bluish-red, cyst-like tumors 
with the diagnosis of “multiple lymphangi- 
omatous tumors of the skin.” On the basis 
of the elinical and histologic descriptions 
and illustrations this case is strongly sug- 
gestive of Kaposi’s sarcoma. Wise and 
Eller,” in 1923, reported on ‘a 66-year-old 
woman with Kaposi’s sarcoma who pre- 
sented isolated and fused vesicles and bullae 
in the midst of infiltrated areas of skin. The 
bullae ruptured easily, yielding a profuse 
watery discharge. The authors believed that 
these vesicles and bullae were analogous to 
the lesions of lymphangioma circumscriptum 
and that they were the result of lymph sta- 
sis. 

Bertaccini,® in 1924, described the “grad- 
ual softening of nodules . . . to finally form 
soft elements, not doughy, easily reducible 
under the pressure of the finger, giving the 
impression of a cavity containing some fluid 
and communicating with other undercavities. 
Punctured, hemolymphatic fluid is obtained 
... the gradual softening of solid nodules 
to become cavities full of lymph.” Bertaccini 
found it strange. that in spite of histologic 


evidence of necrosis no ulceration followed’ ” 


after three years. 
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Dillard and Weidman,® in 1925, reported 
on a 66-year-old man with Kaposi’s sarcoma, 
elephantiasic legs, and superficial cavernous 
spaces up to the size of a pea, sometimes 
containing blood and sometimes clear serum ; 
“after slowly expressing the fluid by pres- 
sure, the finger could pass into a pitlike de- 
pression of the cutis which had a sharp 
salient margin. The fluid returned slowly 
after removing the pressure.” These bullous 
lesions were attributed to lymphatic ectasia, 
but the authors felt that there must be some 
influence other than pressure to explain 
the lymphangiectasis, 

Kren, in Jadassohn’s Handbuch,!® shows 
an illustration of isolated small cysts in a 
malleolar region.» He considers these forma- 
tions as early manifestations of Kaposi’s 
sarcoma which later may change into nod- 
ules. 

Nodl,"! in his lengthy paper, has an illus- 
tration closely resembling our Figure 2. 
However, there is no mention in the legend 
or in the text of bullae, lymph spaces, lym- 
phangiectases, or colliquation of a nodule. 

Lymphangiectatic manifestations must 
have been noted by Hamdi and Halil, judg- 
ing from the name they suggested for the 
disease, ‘cutaneous multiple nodular caver- 
nous lymphangiectatic perithelioma,” and by 
Hamdi and Resat, who suggested “cutaneous 
idiopathic multiple lymphangiectasis acro- 
perithelioma.” 4 

Crosti,!? in 1929, presented a case before 
the Italian Society of Dermatology and 
Syphilogy, with “bullous lesions, with an 
undamaged roof and an underlying, deep, 
abrupt cavity, due to destruction of endothe- 
liomatous nodules.” 

The persistence of these lesions with “un- 
damaged roofs,” some for three years, as in 
the case of Bertaccini,? without inflamma- 


tory symptoms, without ulceration and sec- . 


ondary infection, is against a colliquative 
Process, as,is commonly understood for a 
syphilitic or tubercular gumma. It is against 
a process of necrosis, which will necessarily 
lead to sloughing. In all the described cases, 
as in our case, the liquid was pure, clean, 
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sterile lymph, some tinted with a little 
blood of traumatic origin. In our case, when 
a lesion was accidentally broken, a torrent 
of water-like lymph continued to pour for 
days, until it stopped without the least sign 
of inflammation. How could this happen if 
the fluid was the product of colliquative 
necrosis ? 

Nardelli,!? in 1930, described cyst-like 
tumors of the knee in a 29-year-old woman, 
the cysts occasionally rupturing after trauma. 
He followed the softening of the nodules for 
eight months with photographs, drawings, 
and markers, and was convinced that the 
cavities developed in previously solid nod- 
ules. 

Gougerot, Patte, and Petraud,™ in 1937, 
reported a case of Kaposi’s sarcoma with 
bullae on the thigh. Azulay,’> however, in 
commenting on this case, stated that in his 
opinion it did not show clinical or histologi- 
cal evidence of Kaposi’s sarcoma. 

Gougerot and Patte,’* in 1939, described 
two men, 39 and 32 years of age, with 
bullous lesions in association with Kaposi’s 
sarcoma; one of these was the patient of 
their earlier report. 

Palazzi,!7 in 1949, in an autopsy of a case 
of Kaposi’s sarcoma found in the dermis 
large round cavities, some empty, some 
filled with an amorphous substance similar 
to coagulated albumen. The cavities are de- 
scribed as attached one to the other like 
bunches of grapes. Palazzi does not say in 
what region these cavities were found. The 
very brief clinical description does not 
mention cystic lesions. 

In discussing cavity formation, Palazz 
quotes Pelagatti ? as believing that in Kaposi’s 
sarcoma there is neoproduction of lymphatic 
capillaries with an eventual cystic evolution. 
The opinion of others to the effect that the 
cavities are due to a regressive process or 
to a colliquative process of the typical nod- 
ule is also quoted. Palazzi does not agree 
with the last concept. 

Certainly, the pure clear lymph withdrawn 
with a syringe from the cavities in our 
case and pouring out like a river when one 
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was opened accidentally is evidence against 
an infectious or colliquative degenerative 
process and in favor of a purely mechanical 
obstructive process. 

In 1953 Shaffer and Reed ?* presented a 
70-year-old woman before the Philadelphia 
Dermatological Society with the diagnosis of 
Kaposi’s sarcoma. The patient had hard- 
walled bullae with piled-up lichenified bor- 
ders over the anterior aspect of the feet and 
ankles, and a raised, infiltrated plaque over 
a toe which appeared to be filled with fluid. 
A biopsy was reported as a vascular lesion, 
possibly Kaposi’s sarcoma. In the discus- 
sion, Samitz, Schaffer, and Weidman 
agreed that the tumors were lymphangioma- 
tous. Weidman thought that such features 
are manifestations of lymphangiomatous 
type of Kaposi’s sarcoma. 

We are presenting the report of two cases 
of Kaposi’s sarcoma, which in addition to 
the typical lesions showed lymphangioma- 
tous cysts. 


Report of Cases 


CAsE 1.—A 68-year-old jeweler, born in Italy 
and a resident of this country since 1904, was well 
until 1941, when there was the development of 
hemorrhage from the throat. Bronchoscopy and 
physical examination were negative, and no 
diagnosis. was made. In October, 1949, lesions of 
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the legs, penis, and hands appeared. X-ray therapy 
was effective in inducing involution of the tumors, 
but new ones continued to develop. In 1951 and 
again in 1952 he received a course of cortisone. 
He was first seen by us in June, 1953, at which 
time he showed numerous bluish-red nodules and 
plaques: over the lower extremities, particularly 
the right (Fig. 1), with a few similar lesions on 
the upper extremities. Both lower extremities 
were edematous, the right one more so than the 
left. In addition, some unusual penile lesions were 
noted. The remainder of the physical examination 
was essentially negative. Urinalysis, hemoglobin, 
white blood cell count, serology and fasting blood 
sugar were within normal limits; the blood urea 
nitrogen was slightly elevated. A complete skele- 
tal x-ray series revealed no abnormality of the 
bones. A nodule of the forearm histopathologically 
was considered consistent with Kaposi’s sarcoma. 

We were particularly interested in some of the 
nodules on the lateral aspect of the right ankle. 
They were similar in gross appearance to those 
elsewhere on the extremities. However, like the 
lesions described by Dillard and Weidman,° these 
could be compressed, with the apparent deep ex- 
pulsion of some contained fluid, for with the re- 
lease of pressure a depression in the tumor re- 
mained (Figs. 1, 2, 3). This was followed by a 
rapid refilling with fluid and return of the previous 
appearance of the tumor. A needle was inserted 
into one of the cyst-like tumors, and a clear fluid, 
containing some blood, was aspirated. The total 
protein content of this fluid was 3.3 gra. per 100 
cc. As mentioned previously, on one occasion 
following accidental opening of one of these 
tumors there was drainage of clear fluid for 


Fig. 1 (Case 2)—The typical clinical appearance of lymphangioma-like tumors in Kaposi's 


sarcoma. No nodules present in this area. 
matic as in congenital lymphangioma. 
pressure. 
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Only primary lymphangectatic cavities, asympto- 
Photo at right shows the cavity emptied by finger 
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several days (Fig. 4). A radio-opaque. dye was  tissues.«, Biopsy sections of one of these tumors 
injected into one of the lymphangioma-like (Fig.°6) were studied by Lever, who reported 
nodules, with before and after x-rays (Fig. 5) that they “could easily pass as lymphangioma.” 
demonstrating the pooling of the dye in the deeper He believed it represented not Kaposi’s sarcoma 





Fig. 2 (Case 1).—Arrows in photos at right show areas flattened under pressure. They 
refill immediately as soon as pressure is removed. 





Fig. 3 (Case 1)—Lymphangectatic cavities. Arrow at right shows one of them flattened 
by finger pressure. 
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Fig. 4 (Case 1)—A lymphangioma-like cavity 
was accidentally opened. Clean-water-like lymph 
flowed like a river soaking and macerating the 
skin. No inflammatory phenomena followed. The 
wound closed, and the lymphangioma-like tumor 
formed as before. 


but lymphangiectasia with proliferation of lymph 
vessel secondary to obstruction of lymph flow’ by 
Kaposi’s sarcoma. Sachs, on the other hand, felt 
that the sections showed “a definite Kaposi. Not 
only angioblasts but many spindle cells are present. 
The hemolymphangiomatous element predominates 
and that accounts for the clinical picture.” 

Case 2.—Figure 1 shows the typical clinical 
appearance of such a tumor on the ankle of a 
65-year-old Jewish man, born in Russia, who had 
Kaposi’s sarcoma in the usual locations. The 
photographs clearly demonstrate the effect of 
pressure. — ‘ 


It might be mentioned that both patients 
received, among other things, courses of 
penicillin and parenteral testosterone, with 





no benefit, Roentgen therapy controlled both 
for many years, but finally appeared to lose 
its effect in the case of the first patient. The 
edema, pain, frequent hemorrhage, and 
difficulty in walking and standing made this 
a desperate situation in which amputation 
was considered. However, we were fortu- 
nate in securing the cooperation of the La- 
hey Clinic and the Massachusetts Institute 
of Technology, who arranged for his treat- 
ment with cathode rays.!® This was the first 
case of Kaposi’s sarcoma so treated. The re- 
sult was excellent and has remained excellent 
to date. The lymphangioma-like tumors 
were unchanged, but the fungating, bleeding 
masses shrank and disappeared as shown in 
Figure 7. The patient was able to resume 
his regular work. 


Comment 


Knowledge of the uncommon manifesta- 
tions of a disease is important. In a recent 
dermatological society presentation 7° a 52- 
year-old Jewish woman showed “a sharply 
demarcated swelling extending from the car- 
pophalangeal joints to the midcalf level, with 
a purplish-red to skin-colored mass of con- 
fluent tumefactions, blebs, or nodules evi- 
dent.” A biopsy one year before had been 
reported as Kaposi’s sarcoma. One discus- 
sant disagreed with the diagnosis of Kapo- 


“ 


si’s sarcoma, stating that there was “a 


_ Fig. 5 (Case 1).—X-ray pictures before and after injections of iodopyracet (Diodrast) 
into the cavities. After half an hour (right) there is no evidence of progression of the dye 
upward. This demonstrates the impairment of the lymph circulation and the mechanical 


formation of cavities filled with normal lymph: 
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Fig. 6 (Case 1).— 
Above, a low-power view 
of the intercommunicat- 
ing multilymph cavities. 
Below, a larger view of 
one cavity, showing nor- 
mal, noninflammatory 
epithelial layers and cel- 
lular debris from the lin- 
ing of the lymphangioma- 
like tumor. No evidence 
of necrosis or colliqua- 
tion. The common ap- 
pearance of a lymphan- 
gioma. 








Fig. 7 (Case 1).—Before and after cathode ray treatment at the Massachusetts Institute 
of rege weigh March-June, 1954.. The first case of Kaposi’s sarcoma so treated, No recur- 
rence to date. 
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certain amount of lymphedema due to block- 
ing of the lymph vessels.” Another said 
that “this must be some chronic lymph stasis 
with secondary infection.” A third was not 
certain of the diagnosis, commenting that 
“the predominating picture is that of lymph 
stasis and lymphatic vesicles . . . so I should 
want to be convinced that we are dealing 
with Kaposi’s sarcoma and not with chronic 
lymphedema with lymphangiomatous ele- 
ments.” A second biopsy confirmed the 
diagnosis of Kaposi’s sarcoma. This report 
is brought up only to illustrate the fact that 
greater familiarity with .the uncommon 
occurrence of lymphangioma-like lesions in 
Kaposi’s sarcoma would have facilitated 
arriving at the diagnosis. 

Explanation of the development of lym- 
phangiectatic tumors might appear to rest 
upon obstruction of the lymphatics by the 
neoplasm. A similar phenomenon is ob- 
served in cases of tuberculous lymphadenitis 
with secondary lymphangiomatous cysts. 
Kinmoth and Taylor?! determined the pro- 
tein content of lymph from the legs of eight 
patients ‘with idiopathic lymphedema. The 
range was from 1 to 5, the average being 
2.5 gm. per 100 cc., a figure which they be- 
lieved might be expected to occur in the 
presence of lymph stasis. A figure of 0.69 
gm. was cited for lymph from normal hu- 
man skin. The figure of 3.3 gm. obtained 
in our case would be consistent with lymph: 
stasis due to mechanical obstruction. Serial 
x-rays after injection of dye into the lym- 
phangioma-like tumors failed to show a rise 
of the dye, which would also indicate lymph 
stasis due to mechanical obstruction. 


Summary 


Although many textbooks and general re- 
views mention in passing that lymphangio- 
ma-like tumors may occur in Kaposi’s 
sarcoma, there have been few specific re- 
ports and case presentations in the literature. 

Two cases of Kaposi’s sarcoma with this 
rare type of lesion are reported. This de- 
velopment, in our opinion, is the result of 
lymphatic obstruction by the neoplasm and 
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not the result of liquefaction of a nodule as 
maintained by some authors. The lym- 
phangioma-like tumors are only indirectly a 
manifestation of the disease. 


170 Waterman St. (Dr. Ronchese). 
247 Waterman St. (Dr. Kern). 


ABSTRACT OF DISCUSSION 


Dr. HERMAN BEERMAN, Philadelphia: As would 
be expected in a disease which occurs so frequently 
in Italians as does Kaposi’s sarcoma, the observa- 
tions of Italian physicians would reveal informa- 
tion not generally available or seen in our prac- 
tice. Drs. Ronchese and Kern have. done American 
dermatology a great service in calling attention to 
the early (1905-1907) Italian observations ante- 
dating the American reports of lymphangioma- 
like lesions of Kaposi’s sarcoma. 


As is well known to all of you, Kaposi described 
a number of diseases which now bear his name; 
for example, xeroderma pigmentosum; Kaposi's 
varicelliform eruption, and idiopathic multiple 
pigmented sarcoma. While dermatologists on the 
whole have used the proper terminology for this 
last-named disease, many physicians, and some 
dermatologists including me, have on occasion in 
print made Kaposi’s sarcoma synonymous with 
Kaposi’s disease. 

It is interesting that in the reports of Kaposi's 
sarcoma the histopathologic descriptions frequently 
refer to the lymphatic component of the _histo- 
pathologic picture, although the blood vessel 
changes far overshadow those of the lymph chan- 
nels, It is worthy of comment that “lymphangiec- 
tatic manifestations must have been noted by 
Hamdi and Halil judging from the name they 
suggested for the disease: ‘Cutaneous multiple 
nodular cavernous lymphangiectatic perithelioma,’ 
and by Hamdi and Resat who called the process, 
‘Cutaneous idiopathic multiple lymphangiectasis 


,9 


acroperithelioma’. 


In 1905 Pelagatti recorded that the manifesta- 
tions which he considered as lymphangiectases due 
to the tumor formation of lymphatic vessels were 
actually corroborated by histologic examinations. 
Likewise, Dillard and Weidman noted ectasia of 
endothelial-lined spaces in their case. Some of 
these were lymphatic (as shown by general paral- 
lelism with collagen bundles, vague endothelial 
linings, and continuity with obvious lymphatic 
clefts) and some blood—one imparting the bullous 
and the other the bloody character to the disease 
clinically. Gans and Steigleder indicate that the 
proliferation and dilatation of the lymph channels 
constitute a clear differential characteristic be- 
tween Kaposi’s sarcoma and granuloma telangiec- 
taticum. 
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It is also to the point that Lever, in commenting 
on the sections of one of the tumors of Ronchese 
and Kern, Case 1, said that “it could easily pass 
as lymphangioma,” although Lever’s interpreta- 
tion was that it represented not Kaposi’s sarcoma 
but lymphangiectasia with proliferation of lymph 
vessels secondary to obstruction of lymph flow by 
Kaposi’s sarcoma. Sachs, on the other hand, felt 
that the section showed “a definite Kaposi.” This 
disparity of opinion by two outstanding dermato- 
pathologists is evidence of the verity of Ronchese 
and Kern’s thesis that greater familiarity with 
the uncommon occurrence of lymphangioma-like 
lesions of Kaposi’s sarcoma is worthy of extended 
comment, 

In 1948 Stewart and Treves reported an inter- 
esting parallel with Kaposi’s sarcoma, namely, 
“lymphangiosarcoma” following postmastectomy 
lymphedema of the arm. The process is clinically 
and histologically undistinguishable from Kaposi’s 
sarcoma. All their six patients had an immediate 
postoperative edema and all except one had a 
histologically confirmed carcinoma of the breast. 
The time of onset of the tumors in the arm varied 
considerably, the longest interval between opera- 
tion and tumor formation being 24 years. Though 
the tumors are reported as lymphangiosarcomata, 
they do not differ from the latter stages of 
Kaposi’s sarcoma, and where mesenchymal tissues 
are concerned the distinction between one type of 
vessel and another is often difficult to make. 
Jessner, Zak, and Rein observed another case of 
this syndrome and justly point out that the 
pathologist as well as the clinician should become 
familiar with this process and consider it whenever 
a Kaposi’s sarcoma-like picture is encountered in 
lymphedema following mastectomy. 

Dr. Francis A. Extis, Baltimore: Dr. Ron- 
chese has presented us with another unusual 


feature of a fairly rare disease. The question is, 


did the patients have only lymphangiectasis, or did 
they really have Kaposi’s sarcoma? 

The histologic section that I saw was fairly 
superficial, only about 2 mm. in depth, and did 
not show the picture of Kaposi’s sarcoma. It was 
simply lymphagiectasis with proliferation of endo- 
thelial cells. It is more than likely that there were 
other sections which Dr. Lever and Dr. Sachs saw. 

The question of whether Kaposi’s sarcoma is 
inflammatory or a neoplasm is certainly very in- 
teresting. I wish to point out that the Greene 
test (the growing of the tumor cells in rodent’s 
eyes, usually guinea pigs) is negative in this 
disease, which tends to suggest that Kaposi’s 
hemorrhagic sarcoma is not really a malignant 
disease. The lymphosarcomas, epitheliomas, and 
other cancers will give you a positive test. 

The curious thing is that in many forms of 
lymphatic obstruction, as in elephantiasis, we do 
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not get ectasia of the lymphatics, as one sees in 
Dr. Ronchese’s patients. This suggests that the 
lymphstasis here is more on a neoplastic basis. 

Dr. Wru1aMm B. Guy, Pittsburgh, Pa.:I, too, 
should like to state that this must be something 
more than simple obstruction. It is not like edema 
that is seen anywhere else. 

My experience is based on one patient that I 
saw with this condition in Kaposi’s sarcoma. First 
of all, the lesions look like bullae containing a 
serosanguinous fluid. They are translucent. You 
can transilluminate them with light. Secondly, 
when you press on these lesions, they have a 
fluidy, crepitatious feeling. There is actually a 
bubbly feeling as the fluid disperses under pres- 
sure. The return of the fluid back into these 
cavernous lesions is much quicker than the return 
of fluid in simple edema; so I feel that these are 
actually truly cavernous lymphangiomatous lesions, 
which develop de novo as a part of the disease, 
and not simply a secondary effect of lymphatic 
destruction. 

Dr. Watter F. Lever, Boston: I doubt. that 
merely an obstructive process produced these 
lesions. 

The data that Dr. Ronchese presented, concern- 
ing the injection of dye and the concentration of 
proteins, only indicate that there now exists an 
obstructive process. This obstruction, however, 
may well be secondary to the formation of 
lymphangiomatous tumors which, after their de- 
velopment, cause obstruction to the lymph flow. 
I do not think that Dr. Sachs’ and my interpreta- 
tions of the histologic sections are in contradiction 
to one another. I spoke of a lymphangiomatous 
process, and Dr. Sachs thought that it was part 
and parcel of the Kaposi’s sarcoma. This can be 
quite simply explained. 

The lymphatics have only a simple endothelial 
lining and not, like capillaries, an endothelial and 
a perithelial cell layer. In Kaposi’s sarcoma, as it 
affects the blood vessels, one finds a proliferation 
of both the endothelial cells and the -perithelial 
cells, the perithelial cells producing the sarcoma- 
tous aspect of the lesion. 

Since the lymphatics do not have a perithelial 
cell layer, we cannot see, when the lymphatic 
vessels are involved in the tumor formation, any 
participation of perithelial cells. I should be in- 
clined in Dr. Ronchese’s case to regard the 
fymphangioma as part and parcel of the Kaposi 


* sarcoma. 


Dr. Louis H. Wrner, Beverly Hills, Calif.: 
The patient shown by Dr. Ronchese had a true 
lymphangioma. I do not believe that this is the 
result of an obstructive phenomenon, even though 
it does resemble a varix. A lymph-vessel obstruc- 
tive phenomenon would create a verrucous lesion 
rather than a cystic lesion. This has been noted 
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in cases where lymphostasis of the lower ex- 
tremities has occurred. Kaposi’s hemorrhagic sar- 
coma has been reported as associated with mycosis 
fungoides at times. At autopsy these cases have 
shown disseminated angiosarcomas of internal 
organs, thereby suggesting that this disease may 
be a neoplasm in some stages of development with 
ability to metastasize or proliferate in multiple 
foci. 

I think that Dr. Ronchese is dealing here with 
a lymphangioblastoma, a proliferative process of 
endothelial cells forming lymph vessels. There are 
mature lymphangiomas of the scrotum in which, if 
punctured, drainage of lymph persists for three or 
four days, as happened in these cases. 

Dr. Ronchese’s paper emphasizes another direc- 
tion in which reticuloendothelial cells can pro- 
liferate to form mature lymph vascular structures. 

Dr. NorMAN N. Epstein, San Francisco: In a 
patient with Kaposi’s sarcoma whom we followed 
over a number of years this very picture devel- 
oped. One leg became quite swollen and uniformly 
indurated with the tumor. Typical lesions were 
present in other parts of the skin surface. Clear 
lymphangiectic vesicles and cysts developed on the 
leg which was swollen. We considered the process 
as being due to interference with the lymphatic 
circulation. 

Dr. AntHoNy C. Crpottaro, New York: 
Kaposi’s sarcoma is a protean disease. It has 
many manifestations that are confusing, and the 
disease is confusing clinically and histologically. 
In one instance, several outstanding pathologists 
reported several sections taken from a typical but 
long-standing case of Kaposi’s sarcoma as being 
a rapidly spreading, highly malignant process, 
type undetermined; so it is easy to understand how 
a dermatological pathologist might call a section 
from a typical case of Kaposi’s sarcoma lymphan- 
giectasis or angioma or lymphangioma and _ not 
Kaposi’s sarcoma. 

I have seen several cases similar to the ones 
reported here, and I have interpreted the cyst- 
like lesions as being part and parcel of the disease. 
In most cases of Kaposi’s sarcoma, the lymphan- 
giomatous and tumor masses predominate and the 
cystic masses are rarely encountered. 

Up to the present time, I did not believe that 
the cysts, vesicles, and bullae-like lesions resulted 
from pressure of tumors on the lymphatics or 
from the degeneration of tumors, but, rather, 
represented abnormal new growths of lymphatic 
elements with communicating sinuses. But now 
Drs. Ronchese and Kern have presented evidence, 
supported by histologic data, clinicochemical find- 
ings, and roentgen examination following the in- 
jection of dye, that the cyst-like lesions in Kaposi’s 
sarcoma probably resulted from mechanical pres- 
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sure of Kaposi’s tumor on the lymphatic vessels 
of the lower extremities. 

Perhaps there are two types of cystic lesions 
in Kaposi’s sarcoma, one type due to the pressure 
and another type due to the disease itself. 

Dr. Francesco RoNcHESE, Providence, R. I.: 
I should like to thank those who have discussed 
this paper for their interesting and pertinent re- 
marks. 

I am pleased that Dr. Beerman brought up the 
matter of terminology, for this has been the cause 
of confusion on many occasions. The title, 
Kaposi’s Disease, has been used very often by 
nondermatologists and, unfortunately, also by 
dermatologists, here and abroad, in referring to 
the disease which has been the subject of our 
paper. However, if this name is to be employed, 
it should be reserved for xeroderma pigmentosum, 
the original Kaposi’s disease. Use of the title 
“Kaposi’s disease” for the condition which has 
been known for decades as Kaposi’s sarcoma is 
obviously undesirable for many reasons, chief of 
which is the difficulty created in carrying out a 
bibliographic search. 

Dr. Winer mentioned the question of metastases 
in Kaposi’s sarcoma. It is my opinion that visceral 
manifestations are new foci of the same mys- 
terious vascular disorder rather than metastases. 
Further,” it is my belief that patients can live 
with these visceral tumors for many years. Al- 
though some do die as the result of visceral 
involvement, more often the patient dies as a 
result of something else. In other words, the 
patient generally dies with Kaposi’s sarcoma rather 
than from it. 


REFERENCES 


1. Ronchese, F., and Kern, A. B.: Kaposi's 
Sarcoma (Angioreticulomatosis), Postgrad. Med. 
14:101 (Aug.) 1953. 


2. Pelagatti, M.: Sul sarcoma — molteplice 
primitivo del Kaposi, Gior. ital. mal. ven. 40:569, 
1905. 


3. Radaeli, F.: Nuovo contributo alla cono- 
scenza dell’angio-endotelioma cutaneo (sarcoma 
idiopatico multiplo) di Kaposi, Gior. ital. mal. 
ven. 44:223, 1909. 

4. Pick, W.: Zur Kenntnis des Kaposi’schen 
Pigmentsarkoms, Arch. Dermat. u. Syph. 87 :267, 
1907. 


5. Frost, K. P.: A Case of Multiple Idiopathic 
Hemorrhagic Sarcoma (Kaposi), Arch. Dermat. 
& Syph. 3:155 (Feb.) 1921. 


6. Oliver, E. A.: Multiple Lymphangiomatous 
Tumors of the Skin, Arch. Dermat. & Syph. 3 :608 
(May), 1921. 


Vol. 75, March, 1957 


UMI 

















LYMPHANGIOMA-LIKE TUMORS 


7. Wise, F., and Eller, J. J.: Bullous Eruption 
in Hemorrhagic Sarcoma of Kaposi and in Lichen 
Planus, Arch. Dermat. & Syph. 7:625 (May) 
1923. 


8. Bertaccini, G.: Studio istologico sopra una 
forma particolare e poco comune di rammollimento 
dei noduli nel sarcoma idiopatico di Kaposi 
(Angio-endotelioma cutaneo), Gior. ital. mal. ven. 
65:1132 (June) 1924. 


9. Dillard, G. J., and Weidman, F. D.: Multiple 
Hemorrhagic Sarcoma of Kaposi: Histologic 
Studies of Two Cases, One Disclosing Intestinal 
Lesions at Necropsy, Arch. Dermat. & Syph. 
11:203 (Feb.) 1925. 


10. Jadassohn, J.: Handbuch der Haut- und 


Geschlechtskrankheiten, Berlin, Springer-Verlag, 
1933, Vol. 12, Pt. 3, p. 902, 896, 905. 


11. Nodl, F.: Zur Histogenese der Angiomatosis 
Kaposi, Arch. Dermat. u. Syph. 190:373, 1950. 


12. Crosti, A.: Sarcomatosi di Kaposi, Gior. 
ital. dermat. e sif. 70:1228, 1929. 


13. Nardelli, L.: Intorno alla colliquazione 
cavitaria nel sarcoma di Kaposi, Gior. ital. dermat. 
e sif, 71:481 (April) 1930. 


14. Gougerot, H.; Patte, A., and Petraud: 
Acrosarcomatose de 


Kaposi polymorphe et 


Ronchese—Kern 





franc. 


bulleuse: Forme atypique, Bull. Soc. 
dermat. et syph. 44:640 (April) 1937. 


15. Azulay, R. D.: Doenca de Kaposi (Sarcoma 
Idiopathicum Multiplex Pigmentosum Kaposi 
1872), Rio de Janeiro, Grafica Milone, 1949. 


16. Gougerot, H., and Patte, A.: Maladie 
(acrosarcoma) de Kaposi atypique polymorphe 
bulleux, Arch. derm-syph. Hop. S. Louis 11:225 
(May-June) 1939. 


17. Palazzi, D.: Contributo alla sistemazione 
nosografica della malattia di Kaposi, Riv. anat. 
pat. e onc. 5:1101 (Sept.) 1952. 


18. Shaffer, B., and Reed, M.: Kaposi’s Sar- 
coma, A.M.A. Arch. dermat. & Syph. 67 :639 
(June) 1953. 


19. Hare, H. F.; Fromer, J. L.; Trump, J. G.; 
Wright, K. A., and Anson, J. H.: Cathode Ray 
Treatment for Lymphomas Involving the Skin, 
A.M.A. Arch. Dermat. & Syph. 68:635 (Dec.) 
1953. 

20. Lewis, G.: Kaposi’s Idiopathic Hemorrhagic 
Sarcoma, A. M. A. Arch. Dermat. & Syph. 70:247 
(Aug.) 1954. 

21. Kinmoth, J. B., and Taylor, G. W.: The 


Lymphatic Circulation in Lymphedema, Ann. 
Surg. 138:129 (Feb.) 1954. 








A New Approach to the Problem of Epidermal 


Contact Hypersensitivity 


J. D. EVERALL, M.R.C.P., and E. V. TRUTER, Ph.D., A.R.C.S., Leeds, England 


Attempts to establish the antigen-antibody 
theory of epidermal contact hypersensitivity 
on a sound experimental basis have not been 
entirely successful. Demonstration of the 
existence of antibodies would prove the 
correctness of the theory; consequently, 
most of the recent work has been designed 
to detect their presence. They may occur in 
the serum, or they may be firmly attached 
to the cell wall (sessile antibodies), or they 
may be carried by leukocytes. The experi- 
mental evidence for the occurrence of anti- 
bodies in each of these sites is as follows. 


Attempts to Demonstrate the Existence 
of Antibodies 


Serum Antibodies.—Direct attempts to 
demonstrate the presence of antibodies in 
serum by flocculation tests in vitro have 
always failed. In passive transfer experi- 
ments a few positive results have been 
claimed with the Prausnitz-Kiistner tech- 
nique, but Leider and Baer (1948) and 
Haxthausen (in Loewenthal’s “The Ecze- 
mas,” 1954) pointed out such reports do 
not stand critical scrutiny. The Prausnitz- 
Kistner test should be completed within 
15-30 minutes and is, therefore, quite un- 
suitable for application in the field of con- 
tact. hypersensitivity, where latent periods 
exceeding six hours are usually observed. 

Sessile Antibodies —If the antibodies are 
formed in such a way that they are attached 
to the tissue cells, then induction of local 
sensitivity should be possible. In animals 
local hypersensitivity has been reported but 
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never when the epidermis has remained 
intact. According to Strauss and Coca 
(1937), when circular incisions were made 
around the forearms of each of three 
monkeys so that the distal area was isolated 
from the proximal, the proximal skin could 
be sensitized to poison ivy extract while the 
distal region of the forearm remained un- 
sensitized (one case), or vice versa (two 
cases). Similar observations have been 
made by Schreiber and Miller (1938) on 
guinea pigs. 

Landsteiner and Chase (1940) were un- 
able to confirm these findings. They found 
that when poison ivy extract was painted 
on an island of skin isolated by an incision 
the result depended upon the depth of the 
incision. If the incisions were superficial, 
the entire epidermis became sensitized ; if, 
however, the incisions were deep enough to 
include the panniculus carnosus, no sensi- 
tivity developed anywhere. When the ex- 
tract was painted on the skin outside the 
island, sensitivity was developed every- 
where, including the island, irrespective of 
the depth of the incision. 

Using three human subjects, Haxthausen 
(1939) found that sensitivity to dinitro- 
chlorobenzene (DNCB) is generalized and 
includes the “islands.” He also reported 
that local sensitivity could be induced by 
painting very small areas of human skin 
with 30% DNCB in alcohol. Of 16 subjects 
treated in this way he found that 4 remained 
unsensitized, 7 acquired generalized sensi- 
tivity, and 5 showed sensitivity only at the 
sites to which the DNCB had been applied. 

No general conclusion can be drawn from 
these contradictory results. It is apparent, 
however, that when an individual is sensi- 
tized by contact with a suitable antigen, the 
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sensitivity is not confined to the contact 
site unless special precautions and _tech- 
niques are employed. 

The proposition that antibodies, after be- 
ing able to circulate, later become fixed to 
the cell walls has been investigated and 
rejected by Haxthausen (1943). Skin 
grafts were exchanged between uniovular 
twins one of whom was sensitive to DNCB 
and the other not. After the grafts had 
healed, patch tests showed that the grafts 
had acquired the properties of the hosts. 
Later, his more extensive experiments 
(1951) showed that of 14 samples of nor- 
mal skin that had been grafted on to sensi- 
tive hosts, 11 had become sensitive, and 
of 19 samples of skin from hypersensitive 
donors, 17 had returned to normal. These 
results show that the condition of the host 
is the controlling factor and, therefore, that 
the antibodies, if any, must remain mobile. 


If antibodies are sessile, then after the 
application of a suitable antigen to a hyper- 
sensitive subject the antigen-antibody com- 
plex should remain at the site of contact. 
Hence, there should be a detectable differ- 
ence in the rates of disappearance of an 
antigen when applied to sensitive and nor- 
mal subjects. After intracutaneous injection 
of radioactive cobalt (Co®) Haxthausen 
(Acta dermat-venereol 1954) found no such 
difference. Moreover, 90% of the cobalt had 
diffused away within eight hours and before 
any eruption was evident. Even more re- 
markable are the results of Norgaard 
(1955), who, after painting 5% nickel sul- 
fate (containing radioactive nickel, Ni5”) 
on the skin, found that the rate of absorp- 
tion was the same in normal and hyper- 
sensitive persons. In keeping with 
Haxthausen’s observation, he found that by 
the time the skin eruption was apparent 
about 90% of the nickel had diffused away. 

Skin culture experiments by Everett and 
associates (1952) also failed to show any 
difference between normal and hypersensi- 
tive skin. 

All these experiments allow little room 
for believing that the antibodies are sessile. 
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Lymphocytic Antibodies.—The impor- 
tance of lymphocytes in the transfer of 
sensitivity was first indicated by Land- 
steiner and Chase (1942), who found that 
sensitivity to picryl chloride could be trans- 
mitted to normal animals by intraperitoneal 
injection of the cells (mostly lymphocytes) 
from the peritoneal exudate of sensitized 
guinea pigs. Later, Haxthausen (1947) and 
Skog (1955) showed that sensitivity to 
DNCB could also be transmitted to normal 
guinea pigs by lymphocytes from the thy- 
mus. Hence, lymphocytes are important in 
the transfer of sensitivity of this type. It 
must be emphasized, however, that the effect 
is associated only with living lymphocytes: 
when they are killed by freezing, transmis- 
sion of the sensitivity is no longer possible 
(Haxthausen, 1947). It is probable that 
genuine antibodies are not involved in the 
transfer because they are normally able to 
withstand mild treatments such as freezing. 

Apart from the nature of the antibodies, 
it follows from the observations recounted 
above, that the destruction of the lymphoid 
tissue of a sensitive animal should render 
it nonsensitive. Cohen, Mayer, and Criep 
(1951) and also Haxthausen (1953) have 
investigated this aspect of the problem by 
using large doses of x-ray radiation to de- 
stroy the lymphoid tissue of guinea pigs. 
The results showed no appreciable mitiga- 
tion of the sensitivity. 

Experiments aimed at showing local pas- 
sive sensitization by intradermal injection 
of lymphocytes and of white cells, followed 
by a patch test at the injection site, have 
failed consistently. 

The experimental evidence for the exist- 
ence of antibodies in epidermal hypersensi- 
tivity may be summarized as follows: 

1. Their existence is still not proved. 

2. There are no antibodies present in the 


serum. 

3. If they exist it is certain that they 
are not attached to the tissue cells 
with any degree of firmness, but are 
free to circulate. 
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4. They may be attached to the lympho- 
cytes, but the transmissible factor de- 
tected in the lymphocytes is extremely 
thermolabile, so it is doubtful if these 
are antibodies in the accepted sense. 


The New Approach 


Preoccupation with antibodies has tended 
to obscure the fact that another rational 
explanation of the phenomenon of hyper- 
sensitivity is possible. We have carried out 
some experiments to test the validity of the 
alternative view and have to admit that the 
results of the direct tests are disappointing. 
Nevertheless, the new approach has opened 
two avenues for combating sensitivity to 
nickel. 

Our view of the mechanism of epidermal 
hypersensitivity is based upon the supposi- 
tion that the body, in order to protect itself 
from invasion by foreign substances, is 
equipped with a first-line defense mechan- 
ism which consists of migratory substances 
(molecules or colloid particles, capable of 
combining with and so neutralizing the 
effects of foreign substances. These hypo- 
thetical substances we shall call “neutraliz- 
ers” to avoid confusion with the term 
antibody. The neutralizers are not formed 
after contact with the sensitizing agent but 
exist ab initio. Their function is to render 
foreign substances harmless by removing 
them from the sphere of reaction. One way 
in which this could be accomplished is by 
a simple sequestering mechanism whereby 
the offending agent is not precipitated but 
remains soluble, although inert, and is even- 
tually excreted. The more effective chemi- 
cal sequestering agents usually contain 
ketone (>C=O) or carboxyl (—COOH) 
groups and also amino (—NHg), imino 
(>NH), or tertiary nitrogen groups. The 
same molecular groups are a prominent fea- 
ture of peptides and proteins, so that the 
chemical sequestering agents, though much 
less complex, bear a formal resemblance to 
proteins. 

Once the protective action of the neutral- 
izers has been removed, that is when their 
concentration has fallen to such a level that 
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the amount of foreign substance exceeds the 
reactive threshold of the individual con- 
cerned, the state of hypersensitivity occurs. 
The eczematous reaction develops as a re- 
sult of stimulation by a foreign substance. 
In this view the rate of production or re- 
plenishment of neutralizers is of funda- 
mental importance in the development, 
continuation, and final disappearance of hy- 
persensitivity. The reason for the epidermal 
reaction that follows contact with the sen- 
sitizing agent is not clear. 

Like sequestering agents the neutralizers 
are qualitatively nonspecific in their reac- 
tion, although they are limited in their 
scope, i. e., their reaction may be limited 
to ions of a particular size, or to substances 
having a particular chemical grouping or a 
particular shape or size irrespective of 
chemical constitution. It follows, there- 
fore, that a certain degree of cross sensi- 
tivity is possible. 


Significance of Lymphocytes in the 
Present Hypothesis 

The experiments of Landsteiner and 
Chase, Haxthausen and Skog showed that 
sensitivity in guinea pigs could sometimes 
be transmitted by lymphocytes. Haxthausen 
(1954) interprets this as showing that the 
lymphocytes carry some factor that is “not 
a genuine antibody.” It is possible that this 
factor may be the noxious agent itself. 
Consider the history of a noxious agent 
that has been placed in contact with a hyper- 
sensitive subject. After penetration of the 
skin, it initiates the train of events that 
eventually produces the eczematous reaction. 
As there are no neutralizers to bring about 
inactivation, it must either remain in a form 
in which it can continue to damage the tis- 
sues or it must be removed by a secondary 
mechanism. This mechanism could be ab- 
sorption by lymphocytes. The sensitizing 
agent is held, unchanged, in the living 
lymphocytes, and can be debouched if the 
lymphocyte is placed in a medium containing 
suitable neutralizers. Once killed, however, 
the lymphocyte is no longer able to give 
up its absorbed noxious agent. 
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Support for this hypothesis can be ad- 
duced from the literature. Thus, Baer and 
his collaborators (1952) have reported two 
series of attempts to transmit passive sensi- 
tivity by injecting lymphocytes from sensi- 
tive donors. They used 93 subjects, of 
whom 7 were actively sensitized during the 
experiments. This number is too great to 
be due to chance alone, and tends to support 
the thesis that sensitivity may be transmitted 
by lymphocytes. All subjects had some 
form of skin disorder, so a few of the re- 
cipients might have had a fairly low con- 
centration of neutralizers. On injection of 
the lymphocytes carrying the noxious agent, 
picked up in the preliminary patch test of 
the donor, the neutralizer level was reduced 
below the functional concentration, and sub- 
sequent patch tests showed that the recipi- 
ents had been ‘sensitized. 

Haxthausen (1944) placed 11 guinea pigs 
sensitized to DNCB in parabiotic union 
with unsensitized partners. In the course 
of a few days he found that all but one of 
the unsensitized partners had become sensi- 
tized. Similar experiments by Skog (1955) 
showed that.every partner of 26 pairs be- 
came sensitized. Several pairs were later 
separated, and it was found that in some 
instances the sensitivity diminished very 
rapidly and was absent after four days and 
in others a permanent hypersensitivity had 
been developed. It follows, therefore, that 
only occasionally is the neutralizer supply 
of one guinea pig sufficient to protect two 
animals, but regeneration of neutralizers 
may be quite rapid in normal animals. 

The experimental evidence reported in 
the literature is in accord with our concept 
of neutralizers except for the difficulty in 
explaining the existence of local hypersen- 
sitivity, a difficulty that is also apparent in 
the antigen-antibody theory. It is appropri- 
ate, however, that attempts should be made 
to test the hypothesis more rigorously. 

In considering a theory of epidermal 
hypersensitivity it is necessary to bear in 
mind that many simple chemicals have been 
used as sensitizing agents. Each of these 
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compounds may be placed in one of three 
classes according to its chemical properties. 
In the first group are substances that com- 
bine directly with proteins to form 
covalently bonded derivatives, e. g., dinitro- 
chlorobenzene and picryl chloride. In the 
second group are substances that upset the 
oxidation-reduction equilibrium of the living 
cell, e. g., quinones and poison ivy extract. 
Finally, certain metallic ions, e. g., nickel 
and cobalt, are capable of forming coordi- 
nate complexes with molecules containing 
nitrogen atoms. It has usually been assumed 
that all three groups cause the eczematous 
reaction by the same mechanism, but there 
is no evidence to justify this assumption, so 
it must be emphasized that deductions from 
experiments using compounds of one class 
may not hold for compounds of another. 


Experimental Studies 


Serum Neutralizers—(a) Patch Tests: 
If the serum of normal individuals contains 
neutralizers while that of hypersensitive 
subjects does not, then patch tests with the 
two types of serum containing equal con- 
centrations of added nickel salts should 
give different clinical reactions. The first 
experiment was carried out on six subjects 
who had suspender dermatitis but who had 
not (except one subject) been patch tested 
to nickel salts, and four controls who were 
free of all skin disorders. 

Samples of both serum and oxalated 
plasma from each subject were treated with 
a concentrated solution of nickel chloride 
so that the final concentration was 0.085 M 
(2% NiCle.6H2O) in each. After the sam- 
ples had been incubated at 35 C for 48 
hours they were used for patch testing the 
hypersensitive subjects. 


* The results, which are not of sufficient 


‘interest to merit detailed presentation, indi- 


cated that of the six subjects one appeared 
to show less sensitivity to nickel chloride 
when it was mixed with serum from normal 
subjects than when it was mixed with serum 
from hypersensitive subjects. The other 
subjects did not show any such differences. 
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These results are not considered satisfactory 
because the quantitative aspect is so hard 
to control. In a second series of experi- 
ments the patch test technique was replaced 
by a much more accurate chemical one. 

(b) Chemical Determination of the 
Nickel-Combining Capacity of Serum: 
Samples of serum (5.ml.) were diluted with 
water (25 ml.) and titrated against a very 
dilute nickel chloride solution (0.000408 
M), using a suitable indicator. The diffi- 
culty in this experiment was to find a suit- 
able indicator. Dimethylglyoxime in the 
presence of ammonia forms a red _ nickel 
derivative and was the obvious choice. How- 
ever, it had to be rejected for two reasons. 
Firstly, preliminary experiments showed 
that the development of the color depended 
upon the ambient temperature and upon the 
rate of titration. Secondly,.and more im- 
portant, patch tests on four subjects, with 
nickel dimethylglyoxime, showed that the 
dissociation of this complex did not provide 
a concentration of nickel ions high enough 
to cause an eczematous reaction. This 
means that the indicator has a greater af- 
finity for nickel than has the neutralizer ; 
consequently, no nickel-combining capacity 
will be measurable for either type of blood 
sample. (The significance of the dissocia- 
tion constant in this type of problem has 
already been discussed by us in some detail 
[Everall and associates, 1954] and will not 
be repeated here.) 

Subsequently, potassium dithio-oxalate 
(KSCO.OCSK; 1 ml. of a 0.5% solution) 
prepared by the method of Jones and 
Tasker (1909) was used as the indicator. 
It forms a deep violet nickel derivative 
which turns pink at extreme dilutions. Our 
earlier experiments had shown that the dis- 
sociation constant of the nickel salt lay in 
a suitable range for these determinations. 
The measurements are recorded in Table 1. 

Although it appears that serum from nor- 
mal subjects has a greater capacity for 
combining with nickel than has serum from 
a hypersensitive subject, the results for both 
types of blood are the same within the limits 
of variation. 
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TaBLeE 1.—Nickel-Combining Capacities of Sera* 
Taken from Sensitive and Normal Subjects 








Sensitive Normal 
5.4 6.7 
5.8 7.3 
7.1 7.5 
71 8.6 
73 8.6 
Average RiaeeRue aden Soaghelnionysenataeea i 6.5 7.7 
Standard deviation.._......-.......------ +0.8 +0.7 
PRE asdiine nc <utucbss tse ckcuacnwees’ 7.1 7.5 





*Units are mg. Ni *+/liter of serum 


These experimental results may also be 
interpreted in terms of the antigen-antibody 
theory. Thus, if sera from hypersensitive 
subjects contain a specific antibody, then 
the nickel-combining capacities should be 
greater than those of normal sera. Hence, 
the present results confirm that epidermal 
hypersensitivity does not appear to be con- 
nected with the properties of the serum. 

We have not yet had the opportunity of 
carrying: out similar experiments with 
lymphocytes. 

Clinical Applications of the Hypothesis.— 
Although there was no positive evidence 
to indicate the existence of neutralizers, we 
have carried out a number of clinical tests 
on the assumption that the hypothesis is 
valid. These investigations were carried out 
at the same time as those concerning the 
nickel-combining capacity of serum. 

If a subject is deficient in neutralizers, 
it might be possible to provide him with 
artificial ones by one of two methods. First, 
the artificial neutralizers may be interposed 
between the epidermis and the eliciting 
agent in a barrier cream. Secondly, the arti- 
ficial neutralizers may be introduced into 
the skin via the blood stream. 

The compound selected for use as an 
artificial neutralizer was edathamil calcium- 
disodium (calcium-disodium  ethylenedia- 
minetetraacetate [EDTA. Ca Nage]). If 
the disodium or the tetrasodium salt 
is used, calcium will be extracted from 
the body with undesirable consequences. 
E-dathamil calcium-disodium is able to 
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exchange the calcium for nickel, cobalt, 
copper, mercury, and _ other heavy 
metals to form stable, water-soluble com- 
plexes. This property has found clinical 
application in the cure of lead poisoning, 
and it has also been suggested as a means 
of removing radioactive contaminants from 
the body. 

One of the difficulties that might arise in 
the use of edathamil calcium-disodium is 
that the vital metals iron and cobalt might 
be extracted. If, however, the iron and 
cobalt are already coordinated in com- 
plexes, then the possibility of exchange 
will depend upon the stability of these com- 
plexes. This matter has not been adequately 
investigated yet, but it is known that a 
small amount, given over a short period, is 
harmless. The main disadvantage of eda- 
thamil calcium-disodium is that it is very 
rapidly excreted. When given intravenous- 
ly, 60%-90% is excreted in the urine in 6 
hours and all but 1% is eliminated within 
24 hours (Foreman and associates, 1953). 


‘Absorption from the intestine is poor but 


continues for about 48 hours. Irrespective 
of the method of administration, the amount 
of the original dose that is present in the 
skin after 24 hours is about 0.2% (Fore- 
man and associates, 1953). 

Administration of Edathamil Calcium- 
Disodium by Mouth.—Subjects known to be 
sensitive to nickel were instructed to take 
4.5 gm. of edathamil calcium-disodium daily 
for six days. After four days they were 
patch-tested to nickel ‘sulfate, the patches 
being read at 24 and 48 hours, i. e., on the 
fifth and sixth days. In some cases it was 
possible 1o retest the subjects two weeks 
later. The observations are recorded as 
follows: 

Q no reaction 
¥% faint erythema; equivocal 
1 erythema 
2 erythema and infiltration 
3 erythema, infiltration, and vesicula- 
tion 
— not read 
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The average intensity of the reaction of all 
the subjects treated is “ecorded in Table 3. 


The data in Tables 2 and 3 leave no room 
for doubt that there is a significant decrease 
in hypersensitivity while the subject is forti- 
fied with edathamil calcium-disodium. Un- 
fortunately the protection is short-lived, and 
after about two weeks the degree of sensi- 
tivity has returned to normal. Table 3, 
while presenting a statistical picture of the 
diminution of sensitivity, does not indicate 
another important aspect of the treatment, 
namely, that the protection appears to be 
all-or-none. That is, some subjects were 
completely protected while others showed 
no dimunition in the intensity of the re- 
action. 

At the moment our knowledge of the 
effects of prolonged action of edathamil 
calcium-disodium on the body is insufficient 
to permit us to suggest that nickel sensi- 
tivity could be held in check by daily doses. 
It is possible that good results would be 
obtained in treating acute cases, especially 
if it is found that higher doses can be safely 
tolerated. 

Barrier Creams.—We have already shown 
that when solutions of edathamil tetraso- 
dium and nickel chloride are mixed, the 
mixture is unable to elicit an eczematous 
eruption in hypersensitive subjects (Ever- 
all, Truter, and.Truter, 1954). This led to 
the suggestion that barrier creams contain- 
ing edathamil derivatives might be effective 
prophylactics against nickel and cobalt. 


The first object in the present study was 
to develop a barrier cream that would be 
effective against a patch test of 10% nickel 
sulfate applied immediately after the cream. 
Preliminary tests were carried out with 
a water-in-oil ointment containing 3.75% 
of the active material. Tests on 10 subjects 


‘showed no protection in 9 and a slight 


diminution in the intensity of the reaction 
in the 10th. Control tests with the same 
type of barrier cream containing no eda- 
thamil tetrasodium showed that the ointment 
itself did not afford any protection. Two 
explanations may be offered for the ineffec- 
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TABLE 2.—The Effect of Edathamil Calcium-Disodium Ingestion Upon the Degree 
of Hypersensitivity to Nickel 











Before Treatment During Treatment After Treatment 
Subject* Concentration 
24 hr. 48 hr. 24 hr. 48 hr. 24 hr. 48 hr. 
q. 10 3 2 0 % “ 3 
5 1 % 0 0 pe 1 
1% 0 0 0 0 ad % 
Suspender 3 3 0 1 id 3 
2. 10 3 3 0 0 an 1 
5 i 1 0 0 hes % 
1% 0 0 0 0 S. 0 
Suspender eH Pe 0 \% a 1 
3. 10 3 3 0 0 1 3 
5 1 2 0 0 1 1 
1% % % 0 0 1 1 
Suspender 1 1 0 0 1 3 
4. 10 2 3 0 % 2 2 
5 1 1 0 0 1 1 
1% % % 0 0 0 0 
Suspender ey. Se 0 0 1 1 
5. 10 1 1 0 0 1 1 
5 4% % 0 0 1 1 
1% 0 0 0 0 0 0 
Suspender % 1 0 0 % 1 
6. 10 0 1 2 2 
5 0 1 2 2 
1% 0 1 0 0 
Suspender 0 1 2 2 
7. 10 2 3 1 1 
3a 2 3 2 1 
1% 0 1 1 1 
Suspender 4% 1 1 2 
8. 10 3 3 1 3 
5 0 0 1 1 
1% 0 0 0 0 
Suspender 1 1 0 1 
9. 10 0 2 0 0 
5 0 1 0 0 
1% 0 1 0 0 
Suspender 0 1 0 0 
10. 10 2 3 2 3 
5 1 2 1 2 
1% 0 0 0 1 
Suspender ve sts % 1 
11. 10 2 3 2 3 
5 1 1 1 1 
1% 0 0 1 % 
Suspender 1 1 1 2 





* All subjects were female 


tiveness of the cream as a barrier. Either 
the concentration of the active agent was too 
low to sequester the nickel, or the hydro- 
phobic substances in the ointment prevented 
the edathamil tetrasodium from coming into 
contact with the nickel sulfate solution. The 
second possibility was examined by patch 
testing three subjects after the test area had 
been swabbed with a 5% solution of eda- 
thamil tetrasodium. Again there was no 
detectable protection. Hence, the concentra- 
tion of edathamil (EDTA) must have been 
too low. It was necessary, therefore, to 
estimate the amount of solution that could 
be made to adhere to the skin. From this, 
knowing the concentration and the amount 
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of nickel sulfate to be applied in the patch 
test, the minimum concentration of EDTA 
in a barrier cream that would be effective, 
could be calculated. ; 

Water was applied on a glass rod, to the 
test surface, human skin, until there was 
obviously too much. The excess was shaken 
off gently, and the residue weighed. For 


TABLE 3.—Average Intensity of the Reaction at 
Forty-Eight Hours 








Before During After 
10% nickel sulfate... .......------ 2.45 0.95 2.0 
5% nickel sulfate......-...-...-- 1.19 0.64 0.9 
1% nickel sulfate.........-.-.-.- 0.36 0.23 0.3 
Suspender...........-.-.--------- 1.25 0.87 1.8 
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the sake of comparison, a glass surface 
was also used. The results were as follows: 
skin, 4.1 mg./sq. cm.; glass, 4.9 mg./sq. cm. 
‘From trial patch tests the average amount 
of solution that was likely to be applied, 
was found to be 10 mg. Nit*+/sq. cm. The 
variation was considerable and the largest 
amount observed was 30 mg. Nit++/sq. cm. 
To be effective in the most extreme condi- 
tions it would be necessary for the barrier 
cream to contain more than 90% edathamil 
calcium-disodium. Such a cream cannot be 
made conveniently because it is too dry. 
However, this is not very important because 
it is to be expected that in general much 
lower concentrations would be satisfactory. 
Accordingly, a barrier cream containing 
50% edathamil calcium-disodium was tested 
against patch tests of nickel sulfate (10%, 
5%, and 1%) and a nickel suspender. Com- 
plete protection was observed in every one 
of nine subjects. 

Having proved the effectiveness of the 
barrier cream to patch tests, the only out- 
standing problem was to test it as a pro- 
phylactic against suspender dermatitis over 
a longer period and under natural condi- 
tions. Eight subjects were given a supply 
of barrier cream containing 50% edathamil 
calcium-disodium, which it was estimated 
would last for not less than four weeks. 
They were instructed to apply the cream 
to the right thigh only and to return to 
wearing uncovered nickel suspenders. When 
the subjects were examined after three 
weeks, the expected pattern, namely, derma- 


titis of the left thigh while the right thigh. 


remained clear, had developed in six cases. 
The other two subjects were clear on both 
thighs. 


Comment 


The hypothetical neutralizers postulated 
in this paper are not to be found in the 
plasma or serum. It is possible that they 
are associated with lymphocytes, but this 
aspect has not been investigated. Deduc- 
tions from the hypothesis have proved more 
amenable to experimental investigation; in 
particular, the introduction of artificial neu- 
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tralizers into the body has provided strik- 
ing evidence of the fruitfulness of the new 
line of thought. 

It is our belief that even better results 
could be obtained by using larger doses. In 
these experiments the dose was less than 
100 mg./day/kg. body weight, administered 
per os. The active material could be intro- 
duced into the blood stream more quickly 
and efficiently by intravenous injection. In 
this connection it is interesting to note that 
mice will tolerate edathamil calcium-disodi- 
um in amounts up to 277 mg./kg. in single 
injections. 

Disadvantages of EDTA and its deriva- 
tives from the clinical viewpoint are poor 
absorption from the intestine and rapid 
elimination from the body. Many other 
chelating agents with a formal similarity 
to peptides and amino acids are known 
(Schwarzenbach, Biedermann, and Banger- 
ter, 1946), and amongst them a compound 
more suitable for this type of application 
should be found. 

Although the barrier cream developed has 
been 100% effective, it is unlikely that the 
subject will use it in preference to the 
simplicity and finality of removal of all 
nickel articles from the clothing. However, 
in the electroplating and pottery industries 
it would provide an additional safeguard. 

If the neutralizers act in the same way 
as do the chemical sequestering agents in 
being able to react with many different 
metallic ions, then the phenomenon of cross 
sensitivity is readily explained. 


Summary 
The hypothesis of the antigen-antibody 
basis of the eczematous reaction has been 
criticized in the light of existing experi- 
mental evidence. An alternative hypothesis 


(referring specifically to nickel and cobalt) 


based on the existence of “neutralizers” is 
propounded, and it is shown that the exist- 
ing evidence is consistent with the new 
concept. We have not been able to obtain 
any direct experimental confirmation of the 
existence of the neutralizers in serum. 
Nevertheless, the deductions from the hy- 
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pothesis prompted the use of edathamil 
calcium-disodium (calcium-disodium ethyl- 
enediaminetetraacetate) to simulate the ac- 
tion of these hypothetical neutralizers in two 
ways. Firstly, it is shown that a barrier 
cream containing 50% edathamil calcium- 
disodium provides complete protection 
against patch tests with a 10% solution of 
nickel sulfate. Daily use of the barrier 
cream afforded a high degree of protection 
against suspender dermatitis. Secondly, by 
giving edathamil calcium-disodium by 
mouth, the concentration of neutralizer was 
built up sufficiently to provide protection 
for 5 subjects out of 11; when the treat- 
ment was stopped the subjects returned to 
the hypersensitive condition. 

This is the first report of a positive treat- 
ment that is effective in combating nickel 
dermatitis. 

Prof. C. 3.. Oakley made criticisms; Drs. J. T. 
Ingram, F. F. Hellier, and S. T. Anning allowed 
us to have access to their patients; the Riker 
Laboratories donated ethylenediaminetetraacetic 
acid derivatives. 
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Clinical Notes, New Instruments and Techniques 





Allergic Reaction to Meprobamate 


Report of a Case 


MORTIMER S. FALK, M.D., Reno, Nev. 


A 29-year-old woman was admitted to the hos- 
pital for the treatment of acute alcoholism and 
multiple bruises and hematomas. The physical 
examination and laboratory studies gave normal 
results. After treatment with phenobarbital 
sodium, meperidine (Demerol), and chloroproma- 
zine, the patient was discharged within 24 hours 
and given only meprobamate (Equanil) to be 
taken four times a day. 

Two days later, after taking three or four 
- meprobamate tablets, she developed a severe gen- 
eralized purpuric eruption, nausea, vomiting, and 
marked headache. She was readmitted to the 
hospital. Her temperature was 102F orally, the 
blood pressure was 96/60, and the pulse rate was 
120 per minute. Physical examination revealed 
an acutely ill woman who was nauseated and 
vomiting. No gross blood was noted in the 
vomitus. There was an erythematous eruption 
with predilection for the intertriginous areas, viz., 
the groins, inframammary folds, axillae, and but- 
tocks. Purpuric spots were present in all the in- 
volved areas. The rest of the physical examina- 
tion was negative. A white blood cell count was 
20,700 per cubic millimeter, with 93% polymor- 
phonuclear cells, 4% eosinophils, and 3% lympho- 
cvtes. The platelet count was 190,000 per cubic 
-millimeter, clotting time 10 minutes 50 seconds 
(Lee-White), bleeding time 2 minutes, and pro- 
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thrombin time 16 seconds (control 15 seconds). 
A Rumpel-Leede test performed with the cuff 
above the antecubital fossa was markedly positive 
in less than three minutes. 

Treatment included cortisone parenterally, 
dimenhydrinate (Dramamine), and chloral hydrate. 
The temperature subsided within 18 hours, and the 
erythema and purpura gradually faded. The pa- 
tient was discharged from the hospital four days 
later. She was referred to a psychiatrist, who 
prescribed reserpine, which she took with fair 
regularity, 

Two months later she felt depressed and tense 
after having consumed three cans of beer. A 
relative offered her a meprobamate tablet (Mil- 
town). She took the tablet and in an hour ex- 
perienced a_ generalized itching and _ burning 
sensation. The eruption reappeared in the areas 
previously affected, and she was readmitted to 
the hospital for treatment. 


Comment 


The fact that the initial reaction in this and 
some of the other reported cases occurred so soon 
after starting the medication is interesting. It is 
too short to be an incubation period for drug 
sensitization as we understand it. Cross sensitiza- 
tion to chemically related drugs, such as mephene- 
sin, may be speculated. 

505 Arlington Ave. 





Meprobamate Reaction 
NORMAN E. LEVAN, M.D., Bakersfield, Calif. 


From the University of Southern California 
School of Medicine, Department of Dermatology. 
The recently introduced ataractic drug mepro- 
bamate,* is at times responsible for a severe un- 
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* Meprobamate, ( Miltown, Wallace, and Equanil, 
Wyeth) is 2-methyl-2-n-propyl-1,3-propanediol di- 
carbamate. 





toward reaction which, judging from cases already 


reported and the one dealt with in this paper, 
consistently presents several pathognomonic 
features. The most important of these are (a) 
the appearance of the reaction -very soon-after the 
drug is first taken—as early as one hour after the 
first tablet; (b) a severe erythematous, at times 
purpuric, cutaneous reaction with a definite ten- 
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dency to be particularly severe in the groin area, 
and (c) marked weakness, particularly of the 
extremities, faintness to the point of transient but 
recurrent syncope, and emotional disturbances. 
Relief with orally administered cortisone or 
prednisone (Meticorten) is rapid and complete. 


Report of Case 


A 32-year-old white woman ingested one 400 
mg. tablet of meprobamate (Equanil) for the first 
time on May 28, 1956. Two hours later she noted 
a warm flushed feeling and a few moments later 
a red rash, beginning about the neck and rapidly 
spreading to involve the upper arms, axillae, chest, 
and bathihg trunk area. In addition there was a 
feeling of faintness and some nausea. On ex- 
amination, four hours after onset of these symp- 
toms, the only significant physical finding was a 
bright red, diffuse involvement of the skin in the 
areas mentioned, without appreciable edema, pur- 
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pura, or any urticarial component. The hemogram 
and urinalysis were normal. 

The patient was given prednisone, 10 mg. orally 
every four hours, with rapid relief; after two 
hours there was only mild erythema and slight 
itching of the groins and breasts, disappearing 
within another day. A patch test to a crushed 
tablet of meprobamate elicited some itching 
within 36 hours, but the visible reaction was so 
slight as to be doubtful. To verify the mepro- 
bamate as being the cause of the reaction, on 
June 20, 1956, the patient was asked to take a 
test dose of 100 mg. (¥% tablet) ; instead she took 
an entire tablet. One hour later there was a re- 
currence, in severer form, of the original reaction, 
with bright erythema of the same areas, six or 
seven brief fainting spells within a three-hour 
period, numbness of the legs, marked weakness, 
nausea, and emotional upset described by the pa- 
tient as “feeling ready to burst into tears.” Relief 
was again achieved with prednisone, although 
more slowly than before. 

2741 H St. 





The Tranquilizing Efficacy of Ethchlorvynol (Placidyl) 


in Dermatological Therapy 


CHARLES R. REIN, M.D., and RAUL FLEISCHMAJER, M.D., New York 


This report deals with the clinical evaluation of 
ethchlorvynol* (ethyl -chlorovinylethynylcar- 
binol; Placidyl) a new nonbarbiturate tranquilizing 
agent, structurally different from the others that 
are available at this time.*? Its pharmacological 
action is similar to that produced by the barbitu- 
rates but has the advantage of absence of respira- 
tory depression and initial states of excitement 
which are sometimes seen after the administration 
of barbiturates. The structure of ethchlorvynol is 
chemically unrelated to that of the barbituric acid 
derivatives. 

There is no chemical relationship to other seda- 
tives such as chloral hydrate, bromides, and 
paraldehyde. 

This clinical investigation included a series of 
180 patients with various dermatoses in whom 
there was an uncontrollable urge to scratch or in 
whom a tension factor contributed to the cuta- 
neous disorder, including atopic dermatitis, urti- 


*Dr. George H. Berryman of Abbott Labora- 
tories supplied the ethchlorvynol under the trade 
name of Placidyl. 
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caria, neurodermatitis, anogenital pruritus, prurigo 
nodularis, dermatitis herpetiformis, chronic liche- 
noid and discoid exudative dermatitis, exfoliative 
dermatitis, contact dermatitis, dermatitis medica- 
mentosa, and lichen planus. 


CHsCH 
gia OH 
Ch a“ 
Hoon cH C=CH 


There were 134 females and 46 males, with ages 
ranging from 12 to 92 years. Patients were main- 
tained on therapy and reexamined at one- or two- 
week intervals for periods up to three months. 
Twenty-seven patients. did not return for follow- . 
up.. Ninety-three patients (60.8%) experienced 
definite relaxation, tranquilization, sedation, and 
lessening of inner tension. Most of these patients 
noted a pleasant feeling of tranquility within 15 
minutes after taking ethchlorvynol. Twenty-four 
(15.7%) additional patients reported similar good 
results but to a less degree. In most imstances, 
this occurred in those patients maintained on the 
lower dosage schedules, Twenty-two (14.4%) pa- 
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tients noted no tranquilization or sedation with the 
dosage schedule prescribed, even though some had 
taken 250 mg. three times daily after each meal 
and 500 mg. at bedtime. Fourteen (9%) patients 
discontinued therapy because of side-effects which 
disappeared soon after cessation of therapy. Un- 
doubtedly some of these side-reactions would be 
avoided with lower dosage schedules. 

Twenty of the patients in this series were main- 
tained for two weeks on placebo therapy after 
one month of ethchlorvynol without being notified 
of a change of medication. Of these, 15 stated 
that there was diminution in the degree of tran- 
quilization and felt the medication had lost its 
effect. 

Side-effects, none of which were considered of 


major importance, were marked drowsiness, 
fatigue, hang-over, ataxia, vertigo, headache, 
nightmares, mental confusion, bad after-taste, 


nausea and vomiting. There was no evidence of 
dermatitis medicamentosa, photosensitivity or ad- 
diction. 


On evaluating the various schedules employed 
in this study, it is believed that 400 mg. for night- 
time sedation and 200 mg. after lunch for mid- 
day tranquilization, is adequate for most patients, 
but a definite optimum dose should be determined 
for each individual. In some patients the sedative 
dose administered at bedtime had to be increased 
up to 1000 mg. For daytime tranquilization it was 
necessary, in some instances, to administer an 
additional dose of 200 mg. immediately after din- 
ner. It was noted, however, that most patients 
complained of vertigo, drowsiness, or light- 
headedness if the ethchlorvynol was taken before 
breakfast. 


REFERENCES 


1. P’an, S. Y.; Markarian, L.; McLamore, 
W. M., and Bavley, A.: J. Pharm. Exper. Therap. 
109 :268, 1953. 

2. McLamore, W. M.; P’an, S. Y., and Bav- 
ley, A.: J. Org. Chem., 20:109, 1955. 





Drug Eruption from Rauwolfia Serpentina 


MILTON S. ROSS, M.D., Mount Kisco, N. Y. 


Rauwolfia serpentina has been considered 
singularly free of side-reactions. Only a few 
insignificant symptoms, such as stuffy nose and 
drowsiness, and almost no skin manifestations, 
have been reported. 

Time may be lost while waiting to accumulate 
a series of patients, or making a complete. and 
carefully controlled study. A lengthy review of 
the literature may also delay a useful bit of in- 
formation, I am therefore reporting, without 
embellishment, a drug reaction which I believe 
has not been mentioned in conjunction with Rau- 
wolfia serpentina. 

The patient in question received Rauwolfia in 
the form of reserpine (Serpasil) 0.25 mg. twice 
daily for one month, with considerable improve- 
ment in her temperament, if not in her psoriasis. 
The dose was then reduced to one tablet daily, 
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and the patient continued on this dose for a period 
of six and a half months. Part of this time she 
was not under observation for her psoriasis. A 
generalized petechial eruption finally brought her 
in to the office. This eruption developed into 
hemorrhagic and ecchymotic areas in some places. 
Upon cessation of medication the entire éruption 
improved and disappeared. She had been taking 
various lipotropic agents from time to time, also 
Proloid (a thyroid globulin preparation), and it 
should be noted, vitamin C, during the course of 


. her treatment. 


All medications, except reserpine, have been 
reinstated since the eruption cleared \vithout re- 
currence. I am assuming therefore that this hemor- 
rhagic type of toxic eruption was entirely due to 
reserpine. Unfortunately it- was not possible to 


put the patient to the expense of laboratory studies, 
and it has not seemed wise to repeat reserpine. 
344 E. Main St. 
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Alopecia from Coumarin 


THEODORE CORNBLEET, M.D., and LEONARD HOIT, M.D., Chicago 


The important place of anticoagulants in medi- 
cine today makes new observations or little-known 
reactions to them worthy of notice. While atten- 
tion of the physician is focused on the main arena 
of action of this group of drugs, often with 
anxiety, side-reactions of smaller importance may 
escape his notice. For this reason we are reporting 
the case of a child who developed a diffuse 
alopecia after the ingestion of a coumarin product. 
The experience of others shows, however, that 
loss of hair accompanying use of anticoagulants 
is common, 


Report of a Case 


A 2-year-old Negro girl was seen in our clinic 
for loss of hair. She had ingested a proprietary 
pesticide called “d-Con,” whose active ingredient 
is a coumarin. Soon after this the child fell 
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From the Departments of Dermatology, Uni- 
versity of Illinois College of Medicine, and Cook 
County Hospital. 


Diffuse hair loss after ingestion of rodenticide 
containing coumarin (warfarin). 
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asleep. Two hours later she awakened, and com- 
plained of severe pain in the abdomen. She then 
vomited copiously and had diarrhea. The vomitus 
was clear, and contained no gross evidence of 
blood, but the grain comprising the pesticide was 
clearly visible in it. The stool was liquid and 
dark, but showed no evident blood. The patient 
was given first-aid care at a hospital and sent 
home. The abdominal pain, diarrhea, and vomit- 
ing continued until the following morning, and 
then ceased abruptly. The pain and discomfort 
were sufficiently severe to keep the child restless 
and from sleeping that night. 

Seventeen days after the ingestion of the rat 
poison, the mother noticed the child was losing 
hair. The patient then came to our attention. 
She showed a generalized, diffuse loss of hair 
from the scalp. Hair could be removed by gentle 
traction. The outer third of the eyebrows and 
part of the eyelashes were gone. 

The maximal hair loss came about the 21st day 
after the accident. By the 3lst day there was 
some evidence of hair regrowth. This continued 
in a progressive manner. The hair was considered 
fully regrown one month after that. 

The child’s past history contained esate rele- 
vant. She has remained well. 


Data on Rodenticide 


information came from the 
Association, Committee on 


The following 
American Medical 
Toxicology : 

“d-Con is an anticoagulant rodenticide, contain- 
ing the active ingredient Warfarin, dicoumarin 
derivative chemically identified as 3-(a-phenyl-B- 
acetylethyl)-4 hydroxycoumarin. It is commer- 
cially available as a concentrate containing 
cornstarch and 0.5% Warfarin powder and as a 
finished bait containing 0.025% Warfarin. 

“The compound is readily absorbed from the 
intestine, but is not significantly absorbed through 
the skin. Warfarin has two actions: inhibition 
of prothrombin formation and capillary damage. 
The rodenticidal effect is dependent upon multiple 
dosage. 

“Data from animal experiments suggest that a 
single dose would be harmless. The rat is spe- 
cifically susceptible to Warfarin, yet mortalities 
are highly irregular and may be low following 
single doses of. 50, 100, or even 150 mg/kg. To 
obtain’ a dose: of 50 mg/kg, the average 159- 
pound man would have to eat 0.7 kg. or 1.5 pounds 
of the Warfarin concentrate available on the mar- 
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ket, although the amount of active ingredient 
would be only 3.5 gm. To obtain the same dose 
with the strongest bait recommended, the same 
man would have to eat 14 kg. or 30 pounds of the 
rat bait. 


Comment 


The patient was shown at a meeting of the 
Chicago Dermatological Society. Some of the 
members thought the alopecia resembled that from 
thallium. The information about the content of 
coumarin as furnished by the Committee on Toxi- 
cology, however, was given in discussion. Dr. 
Frederick Malkinson remarked about references 
in recent medical literature from Europe on anti- 
coagulants as causes of alopecia. One of these 
was located. Others in Scandinavian journals 
could not be found. 

Fischer, Bircher, and Reich? reported their ex- 
periences with 100 patients, who received treat- 
ment with anticoagulants. They found all the 
anticoagulants produced loss of hair. Heparin 
(Liquemin) and heparinoid (Thrombocid) did so 
in 50% of cases; Coumarin (Tromexan and 
Dicumarol) in 42%, and combinations of brief- 
acting anticoagulants (Liquemin or Thrombocid) 
and coumarin (Dicumarol or Tromexan) in 78%. 
The duration of treatment played no role in their 
group of patients. No age group was more prone 
to develop hair loss, but women were favored 
somewhat. The type of hair loss resembled that 
found in the diffuse, symptomatic, and toxic 
variety. Except for a few cases, there was a normal 
regrowth of hair. The authors found no form of 
treatment speeded the return of hair. In their pa- 
tients the hair loss became evident after a latent 
period averaging eight weeks, and the alopecia 


lasted six weeks. It resembled that seen from heavy 
metals or serious toxic states. 

It is not clear why cases of alopecia following 
the use of anticoagulants should not have been 
reported in this country. Undoubtedly the diffuse 
character of the hair loss, rather than in patches, 
helped to conceal the fact, unless _ specifically 
looked for. On the other hand, one or two patients 
in the Swiss group had a total loss of hair growth, 
which did not regrow. In those cases, however, 
there was a history of male, patterned baldness 
in the families. As in most other new syndromes 
or observations, however, a report of them is 
enough to unearth more cases. Another reason 
probably for the lack of reports here of alopecia 
from anticoagulants may be the relatively trivial 
consideration of this effect in the face of the more 
serious condition for which the drugs are em- 
ployed. Be that as it may, undoubtedly numbers 
of such patients of hair loss would be found if 
the scalp were carefully examined. 


Summary 


A child who ingested a rodenticide containing 
coumarin (warfarin) developed a temporary dif- 
fuse hair loss. A group of 100 patients receiving 
anticoagulant therapy is reported in the literature, 
the majority of whom developed alopecia. This 
hair loss was of the diffuse type resembling that 
found in heavy metal intoxication or serious ill- 
ness. 

1819 W. Polk St. 
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A Brush Guard for the Kurtin Planer 


Cc. M. ROSS, M.R.C.P., Pretoria, Union of South Africa 


In surgical planing, the revolving brush drives 
blood and debris from the field over the operator. 
The quantity thrown up is such that one must 
wear a plastic face mask.* Though protecting the 
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operator, such devices quickly become coated with 
blood and frequent stops are necessary to wipe 
them clean. Guards are available for certain types 
of apparatus used for the operation, such as the 
Schreus grinder,? but are so constructed that they 


44] 











The silver brush guard shown in perspective 
and in position on the handpiece. Dimensions of 
the various parts are given in inches. 
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almost completely enclose the abrasive head and 
thus impede the operator’s view of his field. 

The present guard (Fig. 1) allows a good view 
of the brush and of the patient’s skin, and at the 
same time prevents any blood from spraying up. 
After sterilization, it is simply pushed on to the 
handpiece, and a brush is selected, dropped into 
it, and tightened in place. 

Any loose clot which forms within the guard, 
in the course of the operation, is easily removed 
if the assembled apparatus is agitated in a bowl 
of saline. 
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THE NEW, NEWER, and NEWEST 


The recent report of the United Nations Scientific Committee on the Effects of Atomic 
Radiation stresses the damaging results of ionizing rays. It does state that the Committee 
appreciates fully the importance and value of the correct medical use of radiation, but 
unfortunately this important point is buried deep in the body of the report. 














According to newspaper reports, the Food and Drug Administration has ordered that 
ointments containing hydrocortisone must remain on the “by prescription only” list of drugs— 
for which congratulations to our able Academy representatives Cauley, Livingood, Rothman, 
Goldman, and Harry Robinson Jr. 





Speaking of the newer dermatology—at the January meeting of the Chicago Dermatological 
Society, of 29 patients presented, 28 had cutaneous manifestations of systemic disease. 





The first issue of an interesting new journal, Dermatologia, Revista Mexicana, has ap- 
peared. It is in Spanish and is published by the Mexican Association of Action Against 
Leprosy, Calle Dr. Garciadiego, No. 21, Mexico 7, D. F. 





We had occasion recently to refer once again to Haxthausen’s delightful chapter on 
Theoretical Considerations of Allergic Eczema in Loewenthal’s slim volume, “The Eczemas.” 
It is highly recommended reading, as is, in fact, the entire book, which is a symposium by 
10 distinguished contributors from various countries. 





Nelson Paul Anderson, of Los Angeles, was the guest speaker, in March, of the Louisiana 
Dermatological Society and of the New Orleans Graduate Medical Assembly. Herbert Mes- 
con, of Boston University, delivered the first Lloyd W. Ketron Dermatology Lecture at the 
John Hopkins Hospital, on the subject of the “Histochemical Techniques in Dermatology,” 
and George C. Andrews, of New York, was guest lecturer for the University of California 
Medical Extension course conducted in San Francisco in January. 





Surely, you will be surprised, as I was, to learn that the venerable Everett S. Lain, 
because he is a dermatologist and for no other reason, is endearingly called “Skinny Lain” 
by his fellow Rotarians in Oklahoma City. 


Apropos nicknames, from Ann Landers’ newspaper column “Your Problems” of a few 
weeks back: 

“Dear Ann: I’ve gone with five different fellows in the last two years and four have 
wound up in the hospital. Two had pruritis (a nervous itch) and one has psoriasis. The 
fourth fellow picked up a severe case of poison oak. 

“Can any of this be my fault? I’ve taken a terrible ribbing and my friends call me 
“Leprosy Lou.” I’ve never had any of these ailments so why do people think such crazy things? 
How can I live down this nickname? : 

: bis 


“Ans: Whoever gave you the nickname doesn’t know very much about leprosy. It’s one 
of the least contagious of all diseases. Pruritis (nervous itch) is usually the result of some- 
thing that gets UNDER the skin, not on it. If you've never had poison oak or psoriasis you 
can’t have transmitted it. It’s a coincidence—and that’s ALL it is.” 








Society Transactions 


ATLANTIC DERMATOLOGICAL CONFERENCE 


NEW YORK DERMATOLOGICAL SOCIETY 
Gerald F. Machacek, M.D., President 
J. Lowry Miller, M.D., Secretary 


MANHATTAN DERMATOLOGICAL SOCIETY 
Nathan Sobel, M.D., President 

Orlando Canizares, M.D., Vice-President 
Maurice J. Costello, M.D., Secretary 


New York City 
March 10, 1956 


Porokeratosis of Mibelli. Presented by Dr. Or- 
LANDO CANIZARES, New York. 

Patient: White man, Aged 66. 

Complaint: Eruption on inner aspect of left 
thigh, right axilla, hand, scalp, scrotum, and penis, 
of 56 years’ duration. 

History: The patient first noticed a lesion on 
the left thigh at the age of 10 years and has since 
been slowly developing new lesions. Once a lesion 
completely develops, it remains permanently un- 
changed. The lesions are pruritic. There is no 
familial history of a similar eruption. 

Description: The lesions are well demarcated 
and present at their border a sharply elevated kera- 
totic wall enclosing a slightly atrophic area. There 
is a dry thin crust which appears to develop from 
a slender furrow running along the summit of 
the keratotic wall. The configurations of the 
lesions vary with their location. Those on the 
thigh have a linear arrangement and are about 10 
cm, long. The lesions in the intertriginous areas 
appear softer and moist and tend to macerate. 

Laboratory examinations: Microscopic examina- 
tion of tissue: In one portion of the skin sections 
there were changes visible in the epidermis con- 
sisting of hyperkeratosis, slight acanthosis, and 
slight hypergranulosis in places. In one place there 
was a deep groove filled with a hyperkeratotic 
mass, at the lower portion of which there were 
many parakeratotic cells. The granular layer was 
absent at this point and the epidermis was thin. 
The corium showed a moderate banal infiltrate. 

Diagnosis: Compatible with porokeratosis of 
Mibelli. 

Case for. Diagnosis: Porokeratosis Mibelli? 
Presented by Dr. Davin Bioom, New York. 
Patient: A white boy, aged 13. 

Complaint: Eruption on left axilla, gluteal area, 


posterior aspect of thigh, leg, and heel since in- 
fancy. 
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History: At the child’s age of 4 or 5 months 
the mother noticed the lesions, which gradually 
became larger. 

Laboratory examinations. Biopsy of a linear le- 
sion showed in the center of the section a nevoid 
acanthotic epidermis, half of which was covered 
with a hyperkeratotic zone, the other half by an 
increased parakeratotic zone. In the former zone 
there were seen a number of indentations into 
which the keratotic substance dipped downward. 
The granular layer was present in this part of the 
section but absent in the other part. There was 
no inflammatory reaction in the subepidermal area. 
Only one sweat duct was seen in this section. 

The biopsy of a round lesion showed an acan- 
thetic epidermis covered by an increased parakera- 
totic horny layer. A few indentations and follicular 
openings were seen into which the horny layer 
extended. An increased amount of. melanin was 
present in the basal-cell zone. Below the acanthotic 
epidermis the corium showed dilated superficial 
vessels and a moderate banal inflammatory reac- 
tion about them. 

Two dermatopathologists diagnosed the condi- 
tion as “nevus,” while two others considered the 
diagnosis of porokeratosis Mibelli acceptable. 


Pseudoxanthoma Elasticum Associated with 
Albinism. Presented by Dr. Davin BLoom, New 
York. 

Patient: Negro woman, aged 28. 

Complaint: Pseudoxanthoma elasticum lesions 
on the neck and extensor aspects of the forearms, 
and wrists, of many years’ duration. Keratoses on 
forehead, nose and legs. 

History: Among six siblings, one sister is an 
albino. The other siblings have fair skin and dark 
hair. The father is Irish and the mother is Mulatto. 

Description: The patient presents albinism such 
as is frequently seen in the Negro race: The hair 
is reddish-yellow; the irises are bluish; there is a 
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marked horizontal nystagmus; the patient is near- 
sighted. The neck shows a peculiar light-yellowish 
discoloration with markedly exaggerated skin 
markings. The outer aspect of both forearms, ex- 
tending from the elbow to the wrists, shows a 
thickened, somewhat yellowish skin, also with 
markedly exaggerated skin lines. There are several 
keratotic lesions on the forehead and on the legs. 

Examination did not reveal any abnormal visceral 
findings, nor were angicid streaks seen in the 
fundi. 

Laboratory Examinations: Routine laboratory 
examinations gave normal findings. 

Biopsy: Examinations of the skin from the 
neck and from the dorsum of the wrist revealed 
the normal epidermis. At the junction of the 
upper and middle cutis there was basophilic de- 
generation of the elastic fibers with normal corium 
between this zone and the epidermis. The findings 
fit the diagnosis of pseudoxanthoma elasticum. 


Discussion 


Dr. HERMAN BEERMAN, Philadelphia: I think 
the last slide resembles senile elastosis, or, as it 
should really be called, solar elastosis, more than 
Dr. Beerman. I think, however, that one should 
pseudoxanthoma elasticum. 

Dr. FrepertcK Reiss, New York: I agree with 
elaborate on the histology of this case. In pseudo- 
xanthoma elasticum the increase of elastic tissue 
is usually in a circumscribed area, whereas in 
senile elastosis, besides the degenerative process, 
a diffuse distribution and marked increase of 
elastic tissue is observed. In this instance only 
the upper part of the corium is affected in a cir- 
cumscribed area. Furthermore, the clinical picture 
of this case is also more characteristic of senile 
elastosis, although the patient does not belong to 
the age group of senile people. But we all know 
that senile elastosis may start as early as in the 
third decade. Therefore, I believe that there is 
neither histological evidence nor sufficient clinical 
characteristics that this is a case of pseudoxan- 
thoma elasticum, and I would suggest as a diagnosis 
senile elastosis. 

Dr. Georce C. ANpREws, New York: I am glad 
that the pathologists have assured us on that 
point, because I felt the same way, clinically. 

I talked to this girl, and, all her life, she has 
worried about not being pigmented, and she has 
taken sun baths. She has gone out purposely to 
get terrific sunburns and has blistered, especially 
on the back of the neck. This is the cause of this 
senile elastosis. It is a solar effect. 


Dr. Davi Broom,- New York: Since I have - 


sent in the case history, I have changed the diag- 
nosis of “pseudoxanthoma elasticum” to “elastosis,” 
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mainly because of the fact that the histologic 
changes of the elastic tissue are seen here higher 
in the corium than in the usual case of pseudo- 
xanthoma elasticum. 

Nevertheless, I believe that the findings in this 
case are of significance, for this is my third case 
of albinism in which such elastic tissue changes 
are seen. My first case was also an albino Negro 
woman whom I presented before the Manhattan 
Dermatological Society in 1945 (Arch. Dermat. 
& Syph. 54:110 [July] 1946) with the possible 
diagnosis of “pseudoxanthoma elasticum.” Dr. 
Fred Wise agreed with this diagnosis. That pa- 
tient also showed elastic changes in the skin of the 
neck and the wrist. I have now under observation 
an albino white woman, who, like the patient pre- 
sented tonight, has elastic tissue changes in the 
skin of the neck and numerous keratoses on the 
face and extremities. 

These changes may well be explained by the 
lack of pigment protection against the sun rays. 
In the future, I am going to examine every case 
of albinism, as I suspect that this may be a com- 
mon occurrence. 


Melkersson-Rosenthal Syndrome. Presented by 
Dr. GERALD F,. MACHACEK, New York. 
Patient: White woman, age 24 years. 
Complaint: Persistent swelling of the right side 

of the face of three years’ duration. 

History: In July, 1952, the patient suffered from 
a paralysis of the right facial nerve. The paralysis 
disappeared after diathermy treatments. Two 
months later the right cheek and upper lip became 
edematous. The swelling has persisted since with 
minor variations in severity. The patient has had 
recurrent attacks of pain in the right side of the 
neck—in the right shoulder and arm during her 
present illness. She is allergic, suffering each year 
from hay fever. She reacts positively to various 
food and inhalant tests. Strict antiallergic manage- 
ment, which has included the administration of 
steroids, has not influenced her condition. The pa- 
tient has always had a furrowed tongue, which at 
times shows the exfoliative changes of lingua 
geographica. A 28-year-old sister has “white 
hair” and a furrowed tongue. This patient was 
shown before the New York Dermatological So- 
ciety for Dr. Victor M. Torres last Noveniber, 
at which time she had a cyst in the right maxillary 
sinus. The cyst was removed without influencing 
her condition. 

Examination: Microscopic examination of the 
tissue removed at operation disclosed a banal in- 
flammatory granuloma. 

Treatment: For three months the patient re- 
ceived 1000y of Vitamin Bw biweekly without 
benefit. Steroid therapy had no influence on swell- 
ing. The granulomatous cyst was removed. 
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Familial Multiple Recurrent Keratoacanthoma- 
tosis. (So-Called Self-Healing Squamous-Cell 
Epithelioma). Presented by Dr. GERALD F. 
Macwacek, New York. 

Patient: White woman, age 36. 

Complaint: Recurrent “epithelioma” of the face 
since the age of 18 years. 

History: The patient, a school teacher, recalls 
that she has had numerous “epitheliomas” occur- 
ring on the chin, nose, and forehead. Some of 
these disappeared spontaneously, leaving deep pitted 
white scars. The patient came to the Vanderbilt 
Clinic on Oct. 19, 1950. She had a lesion removed 
from the upper lip by desiccation and currettage. 
In February, 1951, another lesion appeared on the 
nose and was sliced off; one on the lip was re- 
moved with a 4 mm. punch, and the wound was 
sutured. The last lesions were removed in April, 
1953, by desiccation and curettage from the nose 
and upper lip. As an adolescent the patient suf- 
fered from acne and had received at least six 
and possibly eight roentgen ray treatments to the 
sides of her face. 

The patient’s father had had similar lesions 
which erupted when he was 40. He recalled that 
his own father had also had a similar eruption. 
Both have died from other causes. 

Description: There is a keratotic sharply cir- 
cumscribed papule on the nose about 2 mm. in 
diameter. A larger similarly well-circumscribed 
lesion is present on the left cheek. A portion of it 
is eroded and undermined. Two raised lesions are 
on the left side of the upper lip and near the left 
corner of the mouth. Numerous deep pitted white 
scars are scattered over the face, forehead, nose, 
and chin. Some of these are the residua of treated 
lesions, while others have followed the spontaneous 
healing of some papules. 

Laboratory Examinations: At various times 
biopsies were perfor:ed. In none of these biopsies 
was there definite pathologic evidence of squa- 
mous-cell epithelioma. Microscopically the lesions 
were intracutaneous keratinizing papillomas or 
keratinizing acanthomas. The biopsy from the 
lower lip suggested a well-differentiated squamous- 
cell epithelioma. 


Familial Benign Chronic Pemphigus. Presented 
by Dr. Geratp F. Macwacexk, New York. 
Patient: A Negro woman, age 54 years. 
Complaint: Recurrent vesicular eruption of 

axillae, neck, inframammary areas, groins, and the 

inner aspects of the thighs. Duration 25 years. 
History: The patient has had a recurrent pruritic 

vesicular eruption in the above locations. The 

dermatosis has tended .to clear in the summer, 
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only to recur in the winter. In recent years how- 
ever, it has persisted throughout the year. Her 
general health has been good. The patient was 
born in the British West Indies. Her maternal 
grandfather was white, a Scot. Two of the pa- 
tient’s sisters had a similar recurrent vesicular 
eruption. One of them was presented by me at 
the New York Dermatological Society several 
years ago. 

Laboratory examinations: Microscopic examina- 
tion showed an acanthotic and hyperkeratotic epi- 
dermis which had undergone acantholysis. In the 
sub-epidermal cutis there was a chronic inflam- 


matory reaction without evident eosinophilic 
leukocytes. 
Treatment: Treatment has included penicillin 


and a three months’ course of cortisone. Although 
these drugs initially appeared to be helpful, they 
ultimately proved ineffective. 

Dr. Perry Sacus, New York: In this case, 
I think the microscopic findings were typical. Dr. 
Elliott mentioned that he does not feel it is pemphi- 
gus; that may well be true, but I don’t believe 
it is Darier’s disease, either. I think this is an 
independent condition, and may be distinct from 
the various conditions under which it has been 
classified. 

Dr. Greratp F, MAcHAceK, New York: If there 
is no further discussion, may I say that I had 
the happy privilege of seeing the original cases of 
Dr. Haily and, at the time, I pointed out that in 
the old literature, as far as the histology is con- 
cerned, there were statements of changes in. some 
cases of pemphigus and, on the other hand, in some 
cases of Darier’s disease, which made them simu- 
late one another. 

Certainly, in many of the cases which I have 
seen since then, there were rounded acantholytic’ 
cells which are not dissimilar from those which 
one sees often in pemphigus. You noticed, perhaps, 
in some of the slides which were shown today, 
some similarity to the histology of certain cases 
of the vegetative type of pemphigus, but without 
the eosinophilia. It is true, as was pointed out, 
that in some tases, and in this case, for instance, 
there is not much acantholysis. I don’t believe it 
is pemphigus in the sense that we understand 
pemphigus. I don’t believe it is Darier’s disease. 
I don’t say that at times you may not have some 
difficulty because you do find, not dissimilar intra- 
epidermal hiati, but there is, I believe, a distinct 
difference. 

I don’t think we have enough criteria to form 
any definitive ideas on the subject, but it. is cer- 
tainly a fascinating problem, which requires care- 
ful study for its elucidation. 
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Familial Benign Chronic Pemphigus of Four- 
teen Years’ Duration. Presented by Dr. Cart 
T.. Netson, New York. 

The dermatosis has been progressive in severity 
and extensiveness. Treatment with cortisone, peni- 
cillin, and chlortetracycline seemed to be of slight 
initial benefit, but later was ineffective. Treatment 
with prednisone, intramuscular bismuth, predniso- 
lone ointment, and hydrocortisone lotion has like- 
wise been of no value. ; 


Xanthofibroma of Upper Lip. Presented by 
Dr. Eucene F, Traus, New York. 
Patient: White girl, aged 5 years. 


Complaint: Tumor of upper lip, 10 months’ 
duration. 

History: The child was first seen on Nov. 3, 
1955, because of a lesion on the right side of the 
upper lip, which the mother had first noticed in 
May of that year. The lesion, which was erythe- 
matous and seemed slightly succulent, was elevated 
and had a definite sharply demarcated border. The 
indurated area measured 2.5 by 1.5 cm. It had 
been mistaken by several dermatologists for an 
angioma, indicating that the pinkish color suggested 
considerable vascularity. The lesion, however, was 
a solid tumor, and, although it changed slightly 
in elevation from time to time, it remained essen- 
tially fixed after it had reached its present size. 

Description: At this time the greater part of the 
lesion seems fainter and flatter, but a large nodule 
has developed at or about the site of the biopsy 
area and another nodule has developed just above 
this. These nodules are firm on slight pressure. The 
erythematous color has faded, leaving a waxy 
appearance. 

Laboratory examinations: The biopsy specimen 
taken from one edge of the lesion was reported by 
Dr. Perry Sachs as follows: “Throughout the 
cutis is a cellular mass; the mass is composed of 
cells containing large round and oval nuclei. The 
nuclei are hyperchromatic. It may be noted that 
some of the vessels are lined by similar type cells. 
The cutis shows edema and granular changes. 
Some of the vessels appear to be in the process 
of breaking down. The epidermis shows no im- 
portant changes. Note: I am unable to definitely 
classify this lesion. I feel it is some form of an- 
gioblastoma or endothelioma. While I feel these 
cells may be definitely of an embryonic nature or 
possibly nevoid nature since the cells are large, 
I would suggest that this lesion be destroyed.” 

Because of the peculiar nature of the cells 
found, the section was also seen by Dr. Wilbert 
Sachs and several other pathologists, none of 
whom were able to establish a definite diagnosis: 
A second biopsy was done after a change had 
occurred in the lesion about the early part of 
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January, 1956. The report of the second biopsy 
is as follows: “These sections show similar 
changes to the previous, however, the reaction is 
much more prominent and the lesion suggests more 


of a nodular type. The cells are a similar type to 


the previous described.” 

Dr. Purdy Stout saw the slides and made an 
unquestioned diagnosis of xanthofibroma, which 
he said was a benign lesion. 


Porphyria (Chronic). Presented by Dr. GEoRGE 

C. Anprews, New York. 

Patient: White woman, aged 61. 

Complaint: Sensitivity to sunlight. Blisters on 
hands and face and weakuess of many years dura- 
tion. 

History: The patient has always been sensitive 
to sunlight with easy blistering and pigmentation, 
and in 1948 the diagnosis of porphyria was made, 
this being confirmed by the finding of abnormal 
amounts of uroporphyrins I and III and copro- 
porphyrin. There is a family history of sun sensi- 
tivity, and subsequently one son was found to have 
asymptomatic porphyrinuria. Because of the pres- 
ence of areas of hyper- and hypopigmentation, 
sclerodermatous and poikiloderma-like changes in 
the skin, facial edema, musculature weakness, and 
Raynaud’s phenomena, the diagnosis of poikilo- 
dermatomyositis was made at the same time. 

In the past one and a half years the symptoms 
have continued to progress. The facial skin has 
become tighter, and areas of stony hardness with 
subsequent ulceration have appeared on both cheeks. 
Muscular weakness, bone pains, and tenderness 
have increased. 


Urticaria Pigmentosa, with Possible Systemic 
Manifestations. Presented by Dr. Leste P. 
Barker, New York. : 

Patient: Polish-born man, aged 58, clothing 
salesman. 

Complaint: Weakness, loss of weight, and 
anorexia, one year’s duration. Cutaneous eruption 
on the trunk and legs, 10 years. 

Description: Over the trunk and extremities 
there are many macules and maculopapules of 
reddish-brown color, 2-6 mm. in diameter. They 
fade to a tan hue on diascopic pressure and do not 
urticate with friction. 

Physical examination reveals cardiac enlargement 
with an apical systolic murmur, coarse rales in 
both lungs, hepatosplenomegaly, palpable cervical 
and axillary lymph nodes, and prostatic hyper- 
trophy. 

Laboratory examinations: X-ray of the chest 
showed cardiac enlargement and a diffuse sym- 
metrical reticulated pattern throughout both lungs. 
X-ray of the bones showed decalcification of the 
skull and scapulae; the long bones were normal. 
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Repeated blood studies were all normal except 
for serum calcium 16.5 mg. %. ‘Alkaline phos- 
phates 5.4 B. U. and urea nitrogen 68 mg. per 
100 cc. Urine analysis showed 2+ albumin. O. T. 
was 1+ in 1-100 dilution. 


Biopsy: Sections from the deltoid muscle showed 


a single small nonspecific granuloma, but two 
subsequent muscle biopsies were normal. Sections 
from a skin lesion showed the typical picture of 
urticaria pigmentosa. 

Kveim tests were done, but have not been read. 

Course and Treatment: In view of his symp- 
toms, the radiographic changes in the lungs and 
bones, the elevated serum calcium, the alkaline 
phosphatase, and the urea nitrogen, the patient was 
suspected of having sarcoidosis (by elimination) 
because exhaustive studies would substantiate no 
other diagnosis, and it was felt that urticaria pig- 
mentosa could not account for the entire picture. 

The patient was given Meticorten, 20 mg. daily, 
and within three weeks the blood chemistry had 
returned to. normal. . His lung fields cleared; he 
gained weight and strength, and said he felt 100% 
better. The urticaria pigmentosa lesions faded. 
He was discharged from the hospital Jan. 6, 1956, 
on 15 mg. of Meticorten daily. 

This patient is presented for an opinion as to 
whether urticaria pigmentosa could account for 
the systemic symptoms, the blood chemistry, and 
radiographic changes in the lungs and bones. 


Discussion 


Dr. Joun F. Daty, Burlington, Vt.: I have a 
couple of other cases in the process of publica- 
tion, one, a case of generalized urticaria pigmen- 
tosa such as this, of the adult type, in which we 
obtained bone biopsies, and, as a matter of fact, 
the man was sent to the clinic originally because 
it was thought that he had multiple myeloma. He 
had a reticular osteoporosis in all the ribs and 
many other bones. Interestingly enough, and, to 
my knowledge, the first one on record, the bone 
biopsy showed a typical mast-cell granuloma 
crowded with mast cells, just as you would expect 
to see in a lesion of the juvenile type or infantile 
type of urticaria pigmentosa. 

Dr. Cart T. Netson, New York: I think this 
patient deserves considerable discussion, mainly 
because, as Dr. Daly has pointed out, in some 
cases of urticaria pigmentosa, there may be a 
visceral “mastocytosis” involving bone ard other 
structures. This man has an enlarged liver and 
an enlarged spleen and he is chronically ill. 

Thus far, there has been no biopsy of the liver, 
but I wonder if he may not be progressing one 
step further from the stage of “mastocytosis” into 
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that of ‘“pseudoleukemia.’ Possibly, he is a 
developing case of basophilic leukemia. 

Dr. Georce C. ANDREWS, New York: In Robert 
Degos’ textbook, he gives a good discussion of 
this type of urticaria pigmentosa. He states there 
is a reticulocytosis that occurs in some cases, with 
enlarged lymph nodes, liver and spleen, and uni- 
versal, infiltrated eruptions. I also recommend that 
those who are interested should read the articles 
in the French Annales on this subject. 

Dr. NATHAN SopeL, New York: At the Skin 
and Cancer Unit, we have been making it a gen- 
eral rule to take as many x-rays of the long bones 
as possible in all cases of urticaria pigmentosa, 
and, so far, we have had only one patient who 
showed positive x-ray findings in the long bones. 

Dr. Leste P. Barker, New York: Urticaria 
pigmentosa must, in view of our recent knowledge, 
be considered a systemic mast-cell disease. 

Lesions of the bones, hepatosplenomegaly, at 
times associated with abnormal liver functions, oc- 
casionally low prothrombin levels, accompanied by 
bleeding tendencies and lymphoadenopathy, have 
all been described. 

In the case of a child where an autopsy was 
done, J. M. Ellis described extensive mast-cell 
proliferation in the skin, liver, spleen, bone mar- 
row, periadrenal fat, and lymph nodes. The liver 
showed changes of portal cirrhosis. No lung in- 
volvement was recorded. 

In my patient, I am inclined to believe the signs 
and symptoms, namely, hepatosplenomegaly, en- 
larged cervical lymph nodes, roentgenographic 
changes in the lungs and bones, associated with 
loss of weight and appetite, fatigue, joint pains, 
and high blood calcium, could all be part of his 
urticaria pigmentosa disease. 

His symptoms were relieved and the blood cal- 
cium returned to normal under Meticorten and 
ACTH therapy, but symptoms recurred and the 
blood calcium level again rose after the medica- 
tion was discontinued. He is now on sodium phy- 
tate to reduce the blood calcium. 


Kaposi’s Hemorrhagic Sarcoma. Presented by 

Dr. Grorce M. Lewis, New York. 

Duration: Two years. 

Site: Lower abdomen. 

History: A 17-year-old white boy, of Italian 
parentage, developed an ecchymotic lesion across 
the lower abdomen two years ago. The lesion grew 
rapidly for six months but has since remained 
stationary. There was occasional itching associated 
with the lesion. 

Examination: The eruption was confined to a 
large mass bilaterally symmetric, extending over 
the lower abdomen from umbilicus to symphysis 
pubis and laterally to the iliac crests. The color 
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was purplish red. The surface was irregular and 
papillomatous. The borders were abrupt. With 
the patient lying on his back the area became less 
elevated. On palpation the mass was noted to be 
firm and not readily compressible. Lanugo hairs 
were present in profusion. Hyperhidrosis was 
noted, with beads of sweat collecting on the sur- 
face. 

Laboratory examination: The Mazzini test was 
negative. 

Biopsy: Two biopsies were performed. There 
was some hyperkeratosis and acanthosis. The 
upper cutis was edematous and pale-staining, with 
numerous newly formed blood vessels and increased 
cellular formation (endothelial cells) surrounding 
the vessels. The Perls’ stain was positive with 
large brown deposits (hemosiderin). The slide 
was also examined by.Dr. Arthur Purdy Stout, 
who ruled out hemangiopericytoma. 

Course: The patient was given x-radiation. The 
lesion was divided into two areas. Each area re- 
ceived a total of 600 r (100 r was given weekly 
for six treatments). Factors 100 kv, 5 ma, TSD 
30 cm. filter 3 mm. Al HVL 3.6 mm. As a re- 
sult of the therapy, there has been a pronounced 
decrease in the thickness of the lesion, with some 
associated decrease in sweating. 


Multiple Idiopathic Hemorrhagic Sarcoma 
(Idiopathic Multiple Pigment Sarcoma (Ka- 
posi)). Presented by Dr. Grorce M. Lewis for 
Dr. Frank C. Comses, New York. 

Patient: A Jewish man, aged 62. 

Complaint: Generalized eruption of four year’s 
duration. 

History: In 1952 the patient first noted swelling 
of the left leg. Then he noticed the gradual de- 
velopment of small nodular lesions on both legs 
and trunk. He continued to work without diffi- 
culty until 1954, when the swelling of the left leg 
became marked. A biopsy was performed at this 
time, confirming the diagnosis. 

Description: On Feb. 1, 1956, the patient had 
pea-sized purplish nodules in the left inguinal 
region and similar lesions on the toes. On the 
penis and scrotum. were purplish, annular, nodular 
lesions. 

Laboratory examinations: Blood count and urin- 
alysis were normal. Serologic test for syphilis 
was negative. 

Biopsy: Sections displayed hemorrhagic crust 
on surface. Considerable vasculitis was present 
in upper cutis, and many of the vessels were under- 
going the last stages of degeneration. Obvious 
hemorrhage was evident even in the hematoxylin 
and eosin stains. Deeper down the picture sug- 
gested angiofibroma with numerous spindle cells. 
Many polymorphonuclear neutrophilic leukocytes 
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were present to suggest infection. Perl stain re- 

vealed a few flecks of blue-staining material. 
Course: In August, 1954, treatment was insti- 

tuted consisting of grenz ray to the individual 


lesions. Systemically the patient was given 
Fowler’s solution and Nydrazid. The individual 
lesions began to shrink; however the left leg con- 
tinued to be swollen in its entirety. 

In September, 1954, the patient developed herpes 
zoster over the left scapula. Subjectively, he com- 
plained only of slight itching. 

In October, 1954, Fowler’s solution was stopped 
because of abdominal cramps. The patient was 
then started on 4,4’ diaminodiphenyl sulfone which 
was continued until December, 1954, with little or 
no change. 

In December, 1954, he developed a lesion on 
the conjunctiva of the right eye, which was com- 
pletely and successfully excised by an ophthalmolo- 
gist. 

In March, 1955, a lesion on the anterior aspect 
of the left leg ruptured and drained large amounts 
of serosanguinous fluid for several days, then 
healed and drainage stopped. Again in May, 1955, 
he has leakage of lymph from the left leg. The 
patient was given a course of 7,000,000 units of 
penicillin with no change. 

From June to July, 1955, he also received a 
course of Meticorten, 15 mg. twice daily, with 
some relief of the edema of the left leg. 

In August, 1955, he was treated at Massachu- 
setts Institute of Technology by Dr. John Fromer 
with cathode radiation. The feet received 2 mev 
x-ray for a total of 800 rep. The rest of the bady 
received 800 rep cathode ray at 2.5 mev. A lesion 
on the lower lid of the right eye received 400 rep 
at 1.5 mev. There was remarkable improvement, 
with resolution of most of the lesions and especially 
reduction of edema of the left leg. 

Again in September, 1955, another course of 
cathode radiation was given, 600 rep to the lower 
left leg, foot, and ankle and 400 rep to the left 
thigh medially. With this therapy there was 
marked reduction of swelling of the left leg, so 
that the patient could wear his regular shoes which 
he had been unable to do for over two years. 

In November, 1955, patient had severe abdominal 
cramps followed, by melena and shock and was 
hospitalized. The condition was stabilized after 
1000 cc. of whole blood. A gastrointestinal series 
did not reveal any source of hemorrhage. There 
was another episode of melena in December, 1955, 
which responded to bed rest and bland diet. No 
transfusion was necessary. 

_Within the past month new nodular lesions have 
been appearing on the penis, scrotum, and toes. 
There has been narrowing of the urinary stream 
because of lesions at the urethral meatus. 
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Discussion 


Dr. Joun L. Fromer, Boston: Dr. Combes re- 
ferred this patient to us in the fall. I realize 
that he has not had a fair trial with superficial 
roentgen therapy. 

This patient has had grenz ray treatment, and, 
in some instances, with superficial lesions, a pa- 
tient may be expected to improve to some degree 
with a sufficient dosage of grenz rays. He has 
had penicillin, which has been suggested as a 
treatment for Kaposi's sarcoma. 

We saw him in Boston and gave him cathode 
ray therapy in the dosage noted in your protocols, 
with about 60% to 70% improvement. 

[Slide] Here are some other Kaposi cases that 
we have treated with cathode ray. There is no 
sarcomatous degeneration in one case, as there was 
in the patient with actual sarcomatous degeneration 
resulting in the loss of a leg, a week ago, who was 
referred by Dr. Andrews from Presbyterian Hos- 
pital. 

[Slide] This is the result with cathode plus, to 
the large areas, 2 mev x-ray, in about six to 
eight weeks. We plan to give this patient frac- 
tional treatment; that is to say, courses over a 
period of 8 to 10 weeks. While I show only the 
legs, she has generalized Kaposi disease. Various 
studies, including roentgen studies, have not re- 
vealed any visceral involvement, and this includes 
bone-marrow studies. 

[Slide] Here is a patient with a type of Kaposi 
disease which has not responded too readily to 
cathode therapy. These are the port-wine macular 
type of lesion that is associated with generalized 
Kaposi, but this patient also had lesions similar 
to the first patient referred to who had cathode 
ray treatment. We have followed her now for 
about 14 months. She came in totally incapacitated. 
She had had excellent management elsewhere, 
with excision of some of the lesions, and was 
treated with what was considered to be adequate 
superficial x-ray. With a combination of cathode 
ray and 2 mev x-ray to-the larger lesions, with 
some excisions, this patient is now ambulatory. 

[Slide] She shows very little change in this 
area, and we are not interested in treating her too 
extensively because, as Dr. Cipollaro has pointed 
out, it is not necessary to eradicate every single 
lesion of Kaposi sarcoma. This patient is elderly 
and does not require anything more than to keep 
the disease under control. 

[Slide] This is one of our best cases, who is 
known to Dr. Andrews as well. He by no means 
has had what I would consider skillful x-ray 
therapy, as defined by Dr. Andrews or Dr. Cipol- 
laro. Still, he had had what was considered to be 
a sufficient course of superficial therapy, when we 
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saw this patient about two and a half years ago. 

[Slide] This is the result of the same type of 
combined therapy that I discussed just a moment 
ago, and the final slide [slide] shows his present 
condition—practically in complete remission. This 
man, of course, is ambulatory and has returned 
to work. 

I want to emphasize again what Dr. Cipollaro 
stresses; that is, that Kaposi disease will respond 
to radiation, but one must be a meticulous and 
skillful radiotherapist, it seems to me, to get the 
dosage in depth that will be effective to all the 
involved areas. 

Dr. ANTHONY C. CrpoLttaro, New York: I 
want to congratulate Dr. Fromer on his fine pre- 
sentation. I want to call to your attention the 
useless methods that have been used for treating 
this patient. with Kaposi sarcoma. These methods 
have been advocated from time to time, and this 
is not to be interpreted as a criticism of Dr. 
Frank Combes, who presented this case. I think 
it is useless to treat Kaposi sarcoma with such 
agents as grenz rays, Nydrazid, Fowler’s solution, 
hormones, diaminodiphenyl sulfone, and penicillin. 
If there is an infection, as is sometimes present 
in large fungating lesions, then, penicillin probably 
would give good results. 

We have treated patients with Kaposi sarcoma 
with penitillin and hormones for several years, 
and our results have been invariably poor. Really, 
the only thing that Kaposi sarcoma responds to 
is’ x-rays or other ionizing radiations of proper 
wave lengths. If there is much edema, especially 
where the lesions are in the lower extremities 
(where they usually are), compression bandages 
are helpful. It is necessary to emphasize again 
the fact that it is not necessary to get rid of every 
lesion or of every last remnant of each lesion. 

Dr. Geratp F. MAcHACEK, New York: There 
was one picture shown of the ulcerated lesion 
on which Dr. Andrews said the therapy used was 
cathode ray. It was my opinion that this patient, 
who suddenly developed on top of his Kaposi 
(which he had had for more than a quarter of a 
century) these curious ulcerating lesions—that it 
was a change beyond ordinary Kaposi, a type of 
angiosarcoma which develops, for instance, follow- 
ing mastectomy on the extremely edematous ex- 
tremity. 

Dr. Mark Hotranper, Baltimore: I should 
like to agree with Dr. Cipollaro that the use of 
grenz rays here was probably mistake or experi- 
ment. I don’t think it is possible to use grenz 
rays successfully in a malignant disease that goes 
more than a couple of millimeters deep. Although 
Kaposi’s is usually rather a superficial tumor, it is 
deeper than that. 
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Ultimately, the best radiotherapy for Kaposi’s 
will probably be the combination, recommended by 
Dr. Fromer, of cathode radiation, an electron beam 
of known and limited range of penetration, plus 
highly penetrating x-rays of 2 mev or more, rather 
than so-called superficial x-ray in the range of 100 
kv. This latter quality of radiation is too penetrat- 
ing for superficial work, and causes too much 
skin reaction for deep therapy. 

Dr. Georce M. Lewis, New York: Dr. Combes 
realizes that x-ray therapy is the therapy of choice 
for Kaposi’s sarcoma, but is also aware of its 
limitations. 


F Dyskeratosis Congenita with Superimposed 
Prickle-Cell Epithelioma on the Dorsal As- 
pect of the Left Hand. Presented by Dr. 
Maurice J. Costetto, New York. 

Patient: An Italian-American boy, aged 20, a 
costume jewelry worker. 

Description: Generalized poikiloderma-vasculare- 
atrophicans-like changes with hypopigmentation 
and hyperpigmentation of skin and traumatic bul- 
lous formation. Oval 134 in. X 1 in. squamous-cell 
epithelioma on back of left hand with rolled border 
and red granulomatous base. 

Mucous membranes: Pluriorificial bullae, ero- 
sions, fissured leukoplakia of the mouth, anus, 
glans penis. Bullous conjunctivitis and ectropion. 

Condition of hands, feet, elbows, knees: Deform- 
ing atrophic changes of skin, muscles, bones. Re- 
sembles acrodermatitis chronica atrophicans or 
epidermolysis bullosa. Hyperidrosis of palms and 
soles is present. On the medial aspects of both 
ankles there are linear sclerotic bands about 1-1.5 
cm. in diameter extending from the medial malleoli 
to the soles. 








Case for Diagnosis: Nodular Dermal Allergide 
(Gougerot)? Presented by Dr. J. Lowry 
Muter, New York. 

Patient: American white woman, aged 40. 

Complaints: Intermittent painful swelling of the 
joints; urticaria, and headache. Purpuric spots, 
hemorrhagic blisters and nodules on the extremities 
and buttocks, saddle-nose deformity. 

History: Patient was first seen, October, 1953, 
by Dr. Beatrice Kesten and was presented by her 
at the October, 1954, meeting of the New York 
Academy of Medicine with a diagnosis of nodular 
dermal allergide. The patient had been well until 
October, 1950, when she developed severe stiffness 
of her shoulders. To relieve this an injection of 
sodium salicylate was given. Severe angioneurotic 
edema quickly developed. Since then patient has 
had repeated attacks of noninflammatory painful 
swellings of the joints of the shoulders, elbows, 
knees, and digits, followed by hemorrhagic bullous 
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lesions on the hands and nodules on the extremities 
and buttocks. At first the lesions lasted approxi- 
mately two weeks and healed with minute scars. 
More recently, the nodules on the legs have be- 
come deeply ulcerated.’ A saddle-nose deformity 
has gradually appeared. Frequent headaches, 
sore throat, increasing fatigue, and dysmenorrhea 
have accompanied the other lesions. In December, 
1953, the patient took 1 tablet of Empirin unaware 
that it contained acetylsalicylic acid. Within a few 
minutes she had lost consciousness and was taken 
to a hospital, where a diagnosis of subarachnoid 
hemorrhage was made. Large doses of Benadryl 
cleared the vesicular and bullous eruptions on the 
hands. Hydrocortone, 80 mg. daily, lessened the 
headache and joint pains, but the skin lesions con- 
tinued to appear. Hospitalization in June, 1954, 
at the Presbyterian Hospital resulted in temporary 
disappearance of all symptoms and signs except 
nodules on left elbow. Treatment at this time con- 
sisted of a diet high in vitamins and proteins and 
low in salt, elimination of foods known to produce 
urticaria, and, in addition, iron, corticotropin and 
cortisone. Since then all the corticosteroids have 
been tried, and at present Meticorten suppresses 
most of the symptoms with the least toxic effect. 
However, no treatment used suppresses the ul- 
ceration of the nodules on the legs. Most of the 
antibiotics have been given in combination with 
the steroids, both internally and topically. 

Dr. Leon BABALIAN, Portland, Maine: One year 
ago, one of my patients had the same triad: 
erythema, purpura, and nodules, some of them 
necrotic. The clinical picture was the one de- 
scribed by Gougerot as trisyndrome or nodular 
dermal allergide. Two biopsies were performed 
six months apart. The second biopsy showed only 
changes consistent with periarteritis nodosa. In 
fact, there are no gaps between these several 
conditions named—nodular dermal  allergides, 
arteriolitis allergica of British authors, toxic 
vasculitis, and, finally, periarteritis nodosa. It is 
obvious that these conditions are not different 
entities. They only represent various degrees of 
sensitization reaction of the vascular tree to 
various antigens—bacteria, drugs, or both com- 
bined. They are nothing more than different 
aspects of the Shwartzman phenomenon. This 
concept of a single disease is still correct even in 
cases combined with extracellular cholesterol, as 
the presence of such a cholesterol is just the result 
of a deposit left by a normal blood in vascular 
areas affected by this phenomenon. 

Dr. Henry E. MicuHetson, Minneapolis: It 
would be presumptuous for me to. make a diagnosis 
on this rare case which has been studied so 
thoroughly. However, I would like to make some 
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suggestions along the line where I believe in- 
vestigation should be made. 

The condition, although it is chronic, is serious 
only because of its local manitestations. The pa- 
tient’s general condition seems to be excellent. 
I would consider a metabolic disturbance such as 
amyloidosis, hyalinosis, or extracellular cholestero- 
sis. Investigation for any of these conditions, of 
course, is somewhat difficult but might be fruitful. 

Dr. Frank Cormia, New York: I enjoyed the 
comments by the two previous speakers, and ‘Dr. 
Michelson may be right in his thoughts, but it 
seemed to me that this might well be an allergic 
type of disease, if we must call it that. Personally, 
I have an innate distaste for special syndromes 
with men’s names attached to them. This appears 
to be primarily a vascular disease. There is a 
history of drug allergy; many of the symptoms of 
periarteritis are present, and we all know that the 
pathology varies a great deal in this disease. 
Actually, periarteritis may not be present; it may 
be arteritis or even endarteritis. I believe that this 
case is going to fall eventually in that general 
group. 


Case for Diagnosis: Mycosis Fungoides? Pre- 
sented by Dr. FRANK E. Cormra, New York. 


Discussion 


Dr. Jacop H. Swartz, Boston, Mass.: I 
should like to make a suggestion about maintenance 
therapy in mycosis fungoides. I have found sodium 
para-aminobenzoic acid (PABA) in small doses 
helpful. I have followed one case for about 10 
years. For the past five years she received PABA 
intermittently in doses varying from 2 to 3 gm. 
daily. It has ‘sept the patient in a state of almost 
complete re: :sior. When, on several occasions, 
the drug was omitted, recurrence of activity oc- 
curred. This did not replace x-ray therapy in 
the tumor stage, but proved to be a good adjunct 
therapy. Frequent blood studies were done, al- 
though thus far no blood dyscrasia was noted. 
Spontaneous hypoglycemia has occurred but was 
controiied. 

I should like to ask if any members of this So- 
ciety have used ary of the less toxic preparations 
isolated from Colchicum autumnale, particularly 
the one designated as substance F(12669A-col- 
cemid). These preparations are said to have 
greater antimitotic action and less toxicity than 
colchicine. Complete remission of the clinical 
symptoms and a return of the histologic picture 
to normal were noted in three cases of mycosis 
fungoides (Alberto Midana and Ferdinando 
Ormea: Minerva Dermat 29 :69-74 [March] 1954). 

Dr. Frank E. Cormia, New York: In view of 
the pathological changes, I decided to give this man 
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a trial of Atabrine. The results were really amaz- 
ing. Within 24 hours, the itchiness disappeared, 
and you can see after three months of therapy 
what has happened to the eruption. 


Pigmented, Hairy Nevus of Cheek: Satisfactory 
Results of Solid Carbon Dioxide Treatment. 
Presented by Dr. Greorce C. ANDREWS, New 
York. 

Patient: Woman, aged 25. 

Complaint: Pigmented hairy nevus left cheek, 
lower lid, root of nose, and supraorbital region. 

History: When the patient was 2 months old, 
treatment with solid carbon dioxide was started 
and was continued every two weeks for three years. 

Electrolysis was used for one year for the removal 

of hair. 


Hairy Pigmented Nevus, Showing Results of 
Solid Carbon Dioxide Treatment (Two 
Cascs). Presented by Dr. Grorce C. ANDREWS 
and Dr. ANtHony N. Domonxos, New York. 


Hairy Pigmented Nevus, Showing Results of 
Solid Carbon Dioxide Treatment. Presented 
by Dr. Georce C. SmitH and Dr. Georce C. 
ANDREWS. 5 


Discussion on Four Preceding Cases 


Dr. M. M. Rosinson, Washington, D. C.: 
These cases seem to be the most interesting ones 
that I have seen in the entire conference, for the 
particular reason that they offer a great deal of 
satisfaction, both to the doctor and to the patient. 
I want to commend Dr. Andrews and Dr. Smith 
for the beautiful, artistic work they have done on 
these pigmented nevi. 

I have but one suggestion: If superficial de- 
struction such as can be accomplished with carbon 
dioxide is capable of producing such results, then 
abrasive surgical methods, using finer instruments 
such as diamond wheels or carbide stones, as well 
as wire brushes, can and do give the same type of 
results, a little bit better, surely much faster, since 
total obliteration of this type of lesion can be done 
in one or two operative procedures. 

I have done a number of such cases and have 
had uniformiy excellent results, 

Dr. Eucene F. Traus, New York: I should 
like to congratulate Dr. Andrews and Dr. Smith 
on the results of their treatment of the pigmented 
hairy and warty nevi by solid carbon dioxide. The 
results were excellent. All of us, many years ago, 
employed the same treatment followed by electro- 
lysis. I am sure Dr. Lewis remembers our clinic 
at the Skin and Cancer Hospital years ago when 
we treated anywhere from 20 to 30 such cases 
several times a week. 
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For lesions located on the face, as these were, 
there is no therapy that could surpass the results 
achieved. However, in locations other than the 
face and where surgical excision can be performed, 
I believe that the dermatologist should excise 
these lesions, since the amount of time used for 
this treatment would not be justified where a single 
procedure would do the work equally well. That, 
of course, is the great advantage of surgical re- 
moval—a matter of great time-saving and the 
avoidance of chronic irritation. 

There is, however, one other factor that must 
be considered, and that is the matter of possible 
malignant change occurring in these lesions which 
are generally benign. At the last New York 
Dermatological Society meeting, I re-presented 
a 15-year-old boy who had been shown at the 
Society when he was an infant. He had a large 
pigmented hairy and warty nevus, exactly like 
those shown here today, in the center of the left 
cheek. Because of some darker pigmented areas 
in the center of the lesion which seemed to be 
growing, most of the men suggested removal. 
However, Dr. Fred Wise thought the lesion might 
be treated safely with solid carbon dioxide. The 
lesion was removed, and four competent patholo- 
gists determined that the lesion was a malignant 
melanoma. Pigment recurred in the center of the 
skin-graft area, and, subsequently, the skin-graft 
area was excised. The cosmetic result in’ this 
case was not as good as if the patient had been 
treated with carbon dioxide snow. But the ques- 
tion at once arises whether I would have been 
able to show this patient at a meeting 15 years 
later had we used snow on what was competently 
established as a malignant lesion. 

Another case seen early in my practice was one 
of a malignant melanoma with metastasis and 
death that occurred after the use of carbon dioxide 
snow treatment for a pigmented nevus in a young 
girl. This made me realize that, while this com- 
plication was rare, it did occur. 

In looking over the literature, I have found 
that, while rare, there are nevertheless numerous 
cases reported where this has occurred. It must 
therefore be considered as a possibility in each 
and every patient so treated. The burden of re- 
sponsibility is on the treating dermatologist. 

Dr. AntHONY C. CrpotLaro, New York: I 
want to thank Dr. Andrews for showing these 
cases and congratulate him on the fine results he 
obtained. When I started out in dermatology, we 
treated pigmented and hairy nevi routinely with 
solid carbon dioxide. The surgeons and the cancer 
experts have been waging a persistent campaign 
against the use of any agent except scalpel sur- 
yery for the treatment of these nevi.. The conten- 
tion has been that many pigmented and hairy moles 
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may be melanoma or may change to melanoma 
unless radically removed by surgical means. The 
campaign has been so successful that a good 
therapeutic agent is now seldom used. In the 
minds of many physicians, moles and melanomas 
have come to mean the same thing. Dr. Andrews 
has proved to us today that not only can good 
therapeutic results be obtained in the treatment of 
these extensive pigmented, hairy nevi, but that 
therapy with solid carbon dioxide is safe. 

I have always been interested in melanomas, and 
I am not convinced that when an ordinary pig- 
mented, hairy mole, such as Dr. Andrews showed 
us here today, is treated, such a lesion ever be- 
comes malignant from the use of any therapeutic 
agent applied. I don’t believe that moles change 
into melanomas. It has been repeatedly said that 
the use of COs for the treatment of ordinary pig- 
mented, hairy nevi may cause these nevi to become 
cancerous. I don’t believe that there is any evi- 
dence to substantiate that statement. 

Dr. Maurice J. Costetto, New York: I also 
want to congratulate Dr. Andrews. I think the 
superiority of this treatment and its real indica- 
tion is that rarely, if ever, does a keloid follow 
the use of refrigeration with solid carbon dioxide. 
A keloid may follow every other method that I 
know of, but in my experience I have never seen 
a keloid follow refrigeration with solid carbon 
dioxide. 

Dr. Andrews has performed such excellent work 
and caused no scarring, or practically none, in 
these patients that this treatment bids fair to be 
applied in the: treatment of acne scars. I use it 
for that purpose. 

Dr. Gipson E. Craic, Montreal: Dr. Andrews’ 
cases have been worth the trip from Montreal, and 
I thank him for them. 

We have used carbon dioxide snow, but as we 
haven’t had results early, we have become dis- 
couraged. I wonder if Dr. Andrews would tell us 
if any cases fail, and how long it takes before we 
know whether or not they are going to fail. 

Dr. Georce C. ANDREWS, New York: No, we 
haven’t had any failures. I usually tell the patients 
in the beginning that treatment will take two to 
five years at intervals of every two weeks. I tell 
them about the reactions after treatment, and that 
I don’t expect any scarring. We have not had any 
scarring. I don’t worry about melanoma in a child 
of this age with a hairy nevus. If somebody is 
going to get it, they'll get it, hut it will be one 
out of a million. I wouldn’t stop a child from 
receiving benefit for a condition like this on so 
small a chance of some danger. 

I should like Dr. Smith to tell about the tech- 
nique, with which he is familiar, and close the dis- 
cussion. 
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-- Dr. Georce C. SmirH: This child was referred 
to Dr. Andrews originally for consultation, and 
he returned the child, suggesting carbon dioxide 
therapy. Because of the extensive lesion, I hesi- 
tated; however, the necessity of doing something 
for this young daughter of my personal friend 
encouraged me to go on with it. Since results 
were very slow, it was difficult to continue therapy 
in such a small infant every week. : 

I believe it was some nine months before I could 
see a definite enough change to warrant encourage- 
ment of continuing therapy. 

I explained to the mother the possibility of 
melanoma, although Dr. Andrews had reassured 
me that it was not a very likely possibility. She 
was willing to go ahead with the therapy. 

To begin with, I used 3 seconds of carbon 
dioxide in a solid block, about 2 in. square, with 
moderate pressure, moving from place to place, 
until the entire lesion was covered. This was 
gradually increased to a total of 15 seconds with 
moderate pressure. I made every effort to not 
produce a blistering effect, but to get a peeling 
effect. Since there was such an e ensive area, I 
felt this might lower the possibility of secondary 
infection and scarring. 


As was stated previously, the procedure was 


carried out every week, for about two and a half 
years. After this time, I moved to two-week, then 
three-week intervals. There has been no therapy 
on the face in about one year. At the present time, 
the treatment is primarily centered about the ear 
and the neck. 

In regard to planing, which has ‘been mentioned 
as a possibly quicker and better method, I have 
had no experience and would be unable to give an 
opinion. However, I do wonder, in such an ex- 
tensive lesion, whether this would be the best 
method for handling this type of problem. 

Dr. Andrews has used planing on two areas in 
this child; one did not respond too well, the other 
showed moderately satisfactory results. However, 
there was definite scarring, more than seen in the 
treated areas of carbon’ dioxide. 
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Sarcoidosis with Eruption on Legs and Unilateral Weak- 
mess of Face and Leg. Presented by Dr. Cart T. NEL- 
son, New York. 

Case for Diagnosis: Tuberculosis Cutis? Sarcoidosis? 
Edema of Upper Lip and Eruption on Right Buccal 
Muscosa, of 16 Months’ Duration. Presented by Dr, 
Aprian Bropey, New York. 

Case for Diagnosis: Tubereuloid Granuloma? Presented 
by Dr. Ortanpo Canizares, New York. 

Calcinosis Cutis. Presented by Dr. Aprian Bropey, New 
York. 

Caleinosis Cutis with Scleroderma 
Sclerodactylia.) Telangiectases. 
Tuomas N. Granam, New York. 

Diffuse Progressive Scleroderma. Presented by Dr. PauL 
Gross, New York. 

Necrobiosis Lipoidica Diabeticorum. Presented by Dr. 
Grorce M. Lewis for Dr. Franx C. Comses, New York. 


(Acrosclerosis) and 
Presented by Dr. 


Vogt-Koyanagi Syndrome. Presented by Dr. Grorce M. 
Lewis for Dr. Franx C. Comses, New York. 

Erythroderma Congenitale Ichthyosiforme in a Girl of 
Eight Years. Presented by Dr. ANTHONY C. CIPOLLARO, 
New York. 

Argyria from Nasal Medication with Neosilvol. Presented 
by Dr. Paut Gross, New York. 

Pityriasis Lichenoides Chronica (Parapsoriasis). Presented 
by Dr. Paut Gross, New York. 

Pityriasis Rubra Pilaris of 14 Years’ Duration in a Man 
of 70 Years. Presented by Dr. NatHan Soset, New 
York, 

Poikiloderma  V;: I Atrophi E lly Diag- 
nosed as Mycosis Fungoides, Presented by Dr. NATHAN 
Soset, New York. 

Purpura Associated with Cryoglobulinemia. Presented by 
Dr. Jack Wotr, New York. 


s ad 


Gangrene of the Skin, y to Thrombocytopeni 
Purpura. Presented by Dr. Maurice J. Costetto, New 
York. 














Fibroxanthoma Tuberosum Multipl Diab Mellitus. 
Asthma. Idiopathic Thrombocytopenia. Presented by 
Dr. Frank E. Cormia, New York. 

Disseminated Lupus Eryth . with Searring. Pre- 
sented by Dr. Joun DovucHerty, New York. 

Sub Di i d Lupus Erythematosus. Presented 





by Dr. J. Lowry Mitier, New York. 


Lymphoblastoma. Presented by, Dr. AntHony C. Ci- 
POLLARO, New York. 
Aecrod itis Conti Presented by Dr. Grorce M. 





Lewis, New York. 
Lichen Planus, Hypertrophic. Presented by Dr. Joun W. 
Doucuerty, New York. 
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JOINT MEETING OF THE LOS ANGELES DERMATOLOGICAL SOCIETY AND THE METROPOLITAN 


DERMATOLOGICAL SOCIETY OF LOS ANGELES 


LOS ANGELES DERMATOLOGICAL SOCIETY 
Louis H. Winer, M.D., President 
Kenneth L. Stout, M.D., Secretary 


METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Harold Price, M.D., President 
Lawrence J. Underwood, M.D., Secretary 


The Good Hope Clinic 
March 29, 1956 


Fanconi’s Syndrome (Hypoplastic Anemia with 
Multiple Congenital Defects.) Presented by 
Dr. LAwrence M. NELSON, and (by invitation) 
Dr. Nurs W. 
KINSELL. 


BoLtpUAN and Dr. C. SEYBERT 


A 10-year-old white boy has one sister who is 
described as “a very fragile and beautiful child,” 
but who shows none of the characteristics demon- 
strated by this patient. No information obtainable 
on father. As far as is known, there have been 
no members of the child’s mother’s family simi- 
larly afflicted. The patient has always been small 
for his age. The grandmother, who raised him, 
feels there has been no. change in his complexion 
since birth. The right thumb was amputated when 
the patient was 1% years old because the thumb 
was useless. 

Examination showed a child small for his years. 
Weight 56 lb. Complexion dusky brown. Macular 
brown areas of hyperpigmentation are present. 
His eyes are hazel. His right thumb has been 
amputated and his left thumb is very small and 
only partially functional He has moderate 
bradycardia. His blood pressure is 100/60. . His 
bone age is retarded two years, and his heart is 
very small by x-ray. The gonads are immature 
and are much smaller than would be expected in 
a boy of his age. Protein-bound iodine is reported 
as 3.4.mg. per 100 cc. (normal for the laboratory 
where this was done is 4.0 to 7.6-mg. per 100 cc.). 
Glucose tolerance, potassium and sodium blood 
levels are all normal. Four hours after ACTH 
no eosinophils could be demonstrated. His red 
blood count is usually about 2,500,000 and _ his 
hemoglobin about 64% (10 gm.). His white blood 
count is 4700 with 1% eosinophils, 45% segmental 
forms, and 54% lymphocytes. Bone marrow ex- 
amination on two occasions has showed “This 
marrow is similar to those described in poly- 
glandular deficiency. They would also be com- 
patible with maturation arrest due to hypersplen- 
ism. It is not an absolute diagnostic picture.” 

Treatment has consisted of thyroid % to 1 
grain (30 to 60 mg.) daily, a six weeks’ course of 
testosterone each year for the I>st three years, 
amino acids, and for the last yar cortisone or 
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Meticorten. Under this regimen the patient has 
gained weight and height, and his general well- 
being has improved. 

A punch biopsy specimen was received 18 hours 
after being placed in formalin by Dr. S. W. 
Becker. 

Dopa reaction: The reaction is weakly positive 
in the bodies of some melanocytes, with no evi- 
dence of reaction in the dendrites. This is inter- 
preted as indicating little pigment activity at the 
present time. 

Silver reaction: Bizzozero’s silver reaction re- 
veals melanin in melanocytes with some “capping” 
in the epidermis and a moderate amount of 
melanin in dermal melanophages. The latter sig- 
nifies postinflammatory melanosis and furnishes 
the duskiness to which the presenters have re- 
ferred. 


Discussion 


Dr. S. WritttAmM Becker: Fanconi has two 
syndromes, one known as cystinuria and the other 
in which there are many similarities to the patient 
shown today. The child has the maldevelopment 
of the thumbs, but has both radii. He is small but 
might not qualify as microcephalic or micro- 
phthalmic. He has moderate anemia but not the 
fatal anemia which usually occurs. He presents 
generalized melanosis, while many patients’ with 
Fanconi’s syndrome have been reported as having 
patchy hyperpigmentation. Generalized cutaneous 
pigmentation has been recently discussed by V. J. 
Derbes, G. Fleming, and S. W. Becker, Jr., 
(A.M. A. Arco. Dermat. 72:13-22 [July] 1955), 
and Fanconi’s syndrome was mentioned. Speci- 
mens for microscopic examination were received 
after being in formalin for 18 hours. The dopa 
reaction was still slightly positive: The silver 
reaction showed considerable melanin in the der- 
mal melanophages, which signifies postinflamma- 
tory melanosis and which could account for the 
dusky color of the skin. Perl’s stain for hemo- 
siderin was negative. I believe the child has endo- 
crine difficulties which conform to the findings in 
Fanconi’s syndrome. 
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Dr. SryBert KINSELL (by invitation): From a 
pediatric point of view, this is a syndrome which 
we can recognize by the three cardinal findings: 
anemia, orthopedic defects, and hyperpigmentation, 
and, as in most of these other syndromes with a 
man’s name attached, we have a wide variety of 
anomalies described. Most of the cases that have 
been described have had an anomaly of the thumb. 
Many cases have had a radial clubbing. Others 
have described strabismus or ocular abnormalities. 
This youngster has the cardinal findings. 

His mental development is below average. The 
child has very small testes. He has a small heart, 
suggestive of Addison’s disease. His chemical 
studies have always been normal to date, and the 
bone marrow biopsy showed findings characteristic 
of Fanconi’s syndrome. He was treated with 
cortisone, in an effort to raise his blood count and 
raise the platelet count, without success. He is 
interesting in that he hasn’t had any trouble from 
his illness; most of the youngsters have had an 
eventual fatal outcome. 

Some of the youngsters have been treated with 
splenectomy when the bone marrow showed 
megakaryocytes or after a high reticulocyte count. 
But that hasn’t been of any value from a derma- 
tologic point of view. I think this disease is in- 
teresting because it could be confused with, per- 
haps, Addison’s disease or with a hemosiderosis 
from excessive blood transfusions, which also 
might occur if the youngster might have been 
receiving a lot of blood. 

Dr. Louts H. Winer: The histologic sections 
which I studied, stained with hematoxylin and 
eosin, showed numerous pigment-bearing histio- 
cytes along the superficial vessels, as was men- 
tioned by Dr. Becker. The elastic-stained section 
showed no alteration. The Perl-stained section for 
hemosiderin showed a network of lymph sinuses 
in the cutis, the walls of which looked like endo- 
thelium which had phagocytized the hemosiderin. 

Dr. Gace Hetms: There are many of these 
cases of congenital malformations with a rubbery 
feel of the skin. They do not have the amount 
of stretchiness we feel in cutis elastica. What is 
the reason for the hyperelasticity from a patho- 
logical viewpoint? 

Dr. Louis H. Winer: The loose rubbery feel 
of the skin as in Ehlers-Danlos syndrome is due 
to the numerous sinuses with the relative increase 
of elastic fibers and the definite decrease of col- 
lagen fibers. The elastic here is normal in amount 
but appears increased since the sinuses have caused 
a decrease in the thickness of the collagen fas- 
ciculi. It is these collagen fasciculi which gives 
the skin its toughness. 

Dr. LAwreNcE M. NEtson: In reading the liter- 
ature I could find on this subject, I could locate 
only 38 cases of Fanconi’s syndrome. Not all of 
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these went on to a fatal termination. The only 
dermatologic literature I could find was that re- 
ferred to by Dr. Becker. These authors stated 
the pigment is melanin. They found glial pro- 
liferation in the brain. While the hyperpigmenta- 
tion may be patchy, it is my impression it is 
usually a diffuse pigmentation such as this patient 
presents. 


Keratoacanthoma? Presented by Dr. SAMUEL 
Ayres Jr., and Dr. SAMuEL Ayres III. 


Discussion 


Dr. A. FLETCHER HALL: I agree this is probably | 


a keratoacanthoma but think giant molluscum 
contagiosum must be considered. If the material 
from the center of the lesion has not been exam- 
ined in potassium hydroxide, it should be. If it 
should prove to be a giant molluscum, it ought 
to respond to podophyllin topically. 

Dr. Harotp Price: I observed one of these 
lesions for a -period during which there was a 
spontaneous involution. The lesion was somewhat 
smaller than the one seen today but it also was 
on the nose and about pea-sized. 

The patient stated it started as a small pimple, 
which he picked and which thereafter became 
markedly inflammed and enlarged. Treatment 
with antibiotics was of no avail, and a small 
punch biopsy was performed. The section was 
interpreted by one pathologist as possible keratoa- 
canthoma and by another as Grade ¥% to 1 
squamous-cell carcinoma. 

The frightening aspect of this case was the 
development of an enlarged lymph node under the 
angle of the jaw. The lymph node and the nasal 
lesion both disappeared in about two to three 
months. The residual scar was much smaller than 
the size of the lesion or the size it would have 
been if the lesion had been destroyed. 

Dr. MaximMiLtiAN E, OBeRMAYER: In this case 
I would not hesitate to treat the tumor as a 
keratoacanthoma. Its classic features and the age 
of the patient militate against squamous-cell car- 
cinoma. My procedure would consist of shallow 
electrodesiccation immediately after a specimen 
had been secured for biopsy. If the patient were 
willing to leave the tumor untreated, I would go 
along with that also, but a young woman is not 
likely to consent to mere observation in the pres- 
ence of a disfiguring facial lesion. 

I am more concerned about the keratoacan- 
thomas we see in older persons. For.instance, in 
cases of a single nodule on the dorsum of a hand 
or on the lips, I have not the courage to treat 
such a tumor as a keratoacanthoma even if the 
histopathologic features seem to indicate that 
diagnosis. I use x-ray treatment in doses adequate 
for a squamous-cell carcinoma. In two of such 
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cases I have observed a phenomenon which may 
have practical significance: as the tumor under- 
goes involution during fractional x-ray therapy, 
a sharp, fine line of demarcation becomes in- 
creasingly apparent, and by the time therapy is 
completed the dried-up, shrunken lesion looks as 
if it could be lifted out, and in one case it actually 
shelled out spontaneously, exposing a smooth and 
pale fundus. Since I have never observed this 
phenomenon in the treatment of squamous-cell 
carcinoma: its occurrence is perhaps a diagnostic 
clue which indicates in retrospect that the tumor 
was a keratoacanthoma. 

Dr. J. WALTER WILSON: Some of you will re- 
member the patient whom I presented about three 
months ago before this Society who possessed 
nine large keratoacanthomata on his hands and 
arms. Any one of these lesions would have war- 
ranted a clinical diagnosis of squamous-cell car- 
cinoma, but he insisted they would heal sponta- 
neously. He pointed out three white, atrophic 
scars where he asserted that similar lesions had 
already healed. He permitted me to treat one in 
the manner usually satisfactory for carcinomata. 
This specimen was examined by several derma- 
tologists and pathologists. The diagnosis from 
the biopsy was divided between acanthoma and 
low-grade squamous-cell carcinoma. The area 
healed uneventfully and the scar appeared exactly 
the same as the other three which had healed 
spontaneously. 

Because he was visiting me at intervals pri- 
marily for an‘entirely different reason and be- 
cause he refused to have the remainder of his 
acanthomatous lesions removed, I have had the 
opportunity of observing closely the process of 
spontaneous healing. All but two have disappeared 
entirely at this time, and the remainder are much 
smaller. 

However, I believe making the diagnosis of 
keratoacanthoma for a solitary lesion is potent- 
ially dangerous and is likely to result in neg- 
lecting to apply appropriate  cancericidal 
treatment to a certain percentage of such lesions 
which are indeed malignant. Since my experience 
with my most instructive patient has shown me 
the scar which remains after spontaneous in- 
volution of a keratoacanthoma is not better than 
that following removal of a similar lesion by 
curettage, I now intend to treat all such lesions 
by that method rather than by simple “obser- 
vation,” 

Dr. Juro SHINTANTI: I followed the course of 
two cases of keratoacanthoma. Both cases were 
first presented to three dermatologists, and the 
clinical diagnosis of typical keratoacanthoma 
was unanimous. Clinically, we felt reasonably 
safe we were not dealing with a squamous 
carcinoma. 
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We know these lesions usually contain a 
large central keratotic plug. I have wondered 
whether this keratotic plug is the result of a 
specific or a nonspecific primary tissue irritant 
which incites epidermal proliferation and hy- 
perkeratinization. Does the continued presence 
of this plug act in a manner analogous to a 
foreign body and thereby prolong the patho- 
logical process? With this in mind I attempted 
to remove this keratin mass by dipping deeply 
into the center of the lesion with a pair of 
fine-toothed forceps. I was able to extract a 
round, firm keratotic plug, 1 cm. in diameter 
and shaped like a pea. Removal of this mass 
left quite a deep crater within the lesion. Histo- 
logic examination of this mass was reported as 
containing anaplastic squamous cells. The only 
medication applied to the lesion was potassium 
permanganate compresses three times a day. 
The lesion was then observed. 

At about the third week, the lesion was 
about 60% healed. At this time a 3 mm. punch 
biopsy was taken from the edge of the healing 
lesion, and this was diagnosed by a general 
pathologist as a squamous-cell carcinoma. At the 
end of about the fifth week, the lesion was 
almost entirely healed. At that time, the entire 
area was excised with a generous margin, and 
no evidence of malignancy was found. There 
were no enlarged regional nodes, and the chest 
x-ray was negative. There has been no evidence 
of recurrence after one year. 

Dr. Hamitton MontcoMery: Dr. John Milne, 
formerly of Glasgow, when on a visit to the 
Mayo Clinic, told me of a case of so-called 
multiple self-healing epitheliomas which termi- 
nated in metastasis and death. The British term 
molluscum sebaceum, as applied especially to 
cases with multiple lesions, is quite appropriate 
because of the similarity of the lesions to those 
of molluscum contagiosum. We have seen six 
cases of keratoacanthoma in the last six months 
at the Clinic, one of which had multiple lesions. 
It is not always easy to decide histopatholog- 
ically whether a lesion is benign or a squamous- 
cell carcinoma and in some cases there have 
been differences of diagnoses between me and 
the surgical pathologists at the Clinic with 
whom I work. I like Dr. Hall’s suggestion 
about the lesion in the case presented possibly 
being a solitary one of molluscum contagiosum. 
I have seen several such instances. I would 
agree that all solitary lesions of keratoacan- 
thoma should be subject to biopsy, and if there 
is doubt histopathologically, especially in elderly 
patients, then the lesion should be destroyed, as 
Dr. Wilson has emphasized, or we may get into 
medical legal difficulties. We are in the process 
of studying a group of cases at the Mayo Clinic. 
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Dermatomyositis. Presented by Dr. MoLLeurus 
Courerus, and (by invitation) Dr. RoBert 
CHINNOCK. 


Discussion 


Dr. Lyon Rowe: Dr. Virginia Wuerthele 
Caspe’s theory is that this entity, dermatomyo- 
sitis, as well as scleroderma, was caused by 
Sclerobacillus Wuerthele Caspe, which she 
claimed to have isolated from cases of this 
type. This Sclerobacillus was supposed to go 
through a rather weird cycle, being in one 
stage of its development a filtrable virus, then 
changing to mobile bodies, finally into acid-fast 
bacillus forms and fungus-like forms. It was 
her opinion this bacillus was related to the 
mycobacteria that cause tuberculosis and leprosy. 
At present, I am reading a German article 
(Winkler, K.: Uber die Dermatomyositis; 
Ztschr. Haut-u Geschlechtskr: 19:296-300 [Nov.] 
1955) reporting two cases of dermatomyositis 
in siblings, a girl of 16 and a boy of 9 years, 
and the conclusion of that author was that 
dermatomyositis is caused by an_ infectious 
agent. 

At the time Dr. Caspe made her speech be- 
fore us, I had in my care a patient with 
dermatomyositis in rather an acute stage. A 
biopsy was made by a surgeon while the patient 
was hospitalized for investigation. The biopsy 
showed no changes in the muscle bundles and 
no changes in the vessels. In other words, it 
was reported as normal, and the patient was 
discharged. After discharge the patient de- 
teriorated rapidly and was readmitted to the 
hospital. This time a biopsy was performed 
on a site where there was definite muscle 
tenderness and was definitely positive. In tak- 
ing a biopsy specimen from a patient with der- 
matomyositis, it is well to remember that not 
every muscle is involved at the same time. 
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April 10, 1956 
Nathan Sobel, M.D., President 
Maurice J. Costello, M.D., Secretary 


Raynaud’s Disease Associated with Colitis, 
Atrophy of the Vulva. Xerostomia, and Glau- 
coma. Presented by Dr. Davm Broom. 


A woman aged 53 was seen by me for the 
first time in 1951 because of a mild leukoplakia 
of the right lateral aspect of the tongue. At that 
time she complained of Raynaud’s syndrome 
of the hands and feet which had been present 
for 30 years, and of colitis of 25 years’ duration. 


458 


A. M. A. ARCHIVES OF DERMATOLOGY 


Now a word further on the infectious nature 
of dermatomyositis. We called Dr. Caspe in 
consultation in this case, and she made blood 
cultures from the patient on her own medium. 
To her satisfaction, she produced a culture from 
this patient and showed it to me and to our 
bacteriologist under the microscope. It was in 
the mobile-body stage and we did see mobile 
bodies. She suggested then we put this patient 
on an antibiotic regimen, similar to that used 
for tuberculosis, i. e, PAS and streptomycin. 
She had not worked out any of the details of 
this proposed antibiotic treatment, for she had 
developed no way of testing in vitro. She based 
her recommendation on the similarity of her 
Sclerobacillus to the mycobacteria and on pre- 
vious clinical experience that she had. The 
patient was on this regimen for close to three 
weeks—a full therapeutic regimen of strepto- 
mycin and PAS, with a steady downhill course. 
There was no change in the condition, except for 
the worse, so that finally even Dr. Caspe agreed 
this patient was not a suitable subject for trial 
any longer. The patient was taken off the 
antibiotic regimen, has survived, and is doing 
fairly well with steroid therapy. 


Keratosis Follicularis Serpiginosa. Porokeratosis Mibelli? 
Aberrant Form of Hyperk is Follicularis et Para- 
follicularis—-Kyrle. Presented by Dr. CHESTER M. 
Sipett ‘and Dr- J. Gorvon EricKson. 

Angiokeratoma Corporis Diffusum Universalis (Fabry). 
(As described by R. B. Pittelkow, R. Kierland, and 
H. Montgomery in the A. M. A. ArcHives oF Der- 
MaToLoGy 72:556-561 [Dec.] 1955). Presented by Dr. 
S. Witt1am Becker and (by invitation) Dr. Rosert 
C. Havixen. 
by Dr. Error Work. 

Case for Diagnosis: Possible Early Lymphoblastoma. 
Presented by Dr. Laurence J. Unprerwoop and Dr. 
Watter S. GREEN. 

K is Folliculari 
Dr. Max Popper. 

Case for Diagnosis: Lymphoblastoma? Presented by Dr. 
Motieurus Covuperus. 





Nodular Nonsuppurative. Presented 





(Darier’s Disease). Presented by 





When seen again in March, 1956, she com- 
plained of an annoying dryness of the mouth 
and lips, which had been present for three 
years. She also stated that three years ago she 
suffered from pruritus vulvae, which had im- 
proved considerably in the past year, and which 
is easily controlled by hydrocortisone ointment. 

The tongue is dry and fissured, with a some- 
what magenta color. The buccal mucosa is dry 
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and smooth. Linear scars are present on the 
upper lip. There is marked atrophy of the vulva 
with absence of the labia minora and atrophy of 
the labia majora, the latter showing whitish 
discoloration extending to the perianal region 
and intergluteal fold. The vaginal orifice is 
markedly narrowed. The hands and toes show 
the features of Raynaud’s syndrome. 

Because of the patient’s complaint that the 
eyes were irritated and felt at times as if sand 
was present, I communicated with her ophthal- 
mologist, who informed me that he had been 
treating her for the past year for a glaucoma 
of the right eye, which is controlled by topical 
medication. 

The family history is irrelevant. The patient 
went through the menopause nine years ago. 

Laboratory findings, including those of blood 
and urine examination, revealed no abnormali- 
ties. 


Discussion 


Dr. Grorce M. Lewis: The condition of the 
mouth suggests Sjégren’s syndrome, which may 
account also for the ocular symptoms. 

Dr. Joun W. Dovucuerty: I also think it is 
Sjogren’s syndrome with keratoconjunctivitis 
sicca, dry mouth, and I believe parotid involve- 
ment also. Vitamin A is sometimes successful 
in the treatment of Sjogren’s syndrome. 

Dr. Jack Wotr: I agree. 

Dr. Maurice J. Costetto: It is interesting to 
note that this patient, as in all long-standing 
cases of Raynaud’s syndrome and colitis, has 
telangiectatic spider-nevi-like lesions. I think 
the Sjogren’s syndrome is part of the clinical 
picture. 

Dr. Paut Gross: A trial with buccal tablets 
of vitamin A would be worth while, since oral 
vitamin A therapy does not relieve xerostomia. 

Dr. Davin Broom: I thought, too, that this 
combination of symptoms might belong to 
Sjogren’s syndrome, although atrophy of the 
genitals, colitis, and Raynaud’s symptoms are 
not found in that syndrome. Nevertheless, it 
is possible that all these symptoms are based 
on disturbance of the autonomic nervous sys- 
tem. Whether the whitish discoloration of the 
vulva is due to lichen sclerosus et atrophicus 
will be decided by biopsy. 


Diffuse. Progressive Scleroderma Associated 
with Morphea. Presented by Dr. Paut Gross. 


A woman aged 48 noticed slight swelling of 
the ankles and general fatigue about April, 
1955. In October she saw a physician, who took 
a biopsy and made the diagnosis of dermato- 
myositis. Steroid therapy was instituted without 
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giving the patient relief. There was no history 
of antecedent acute infection. The patient went 
through the menopause at the age of 42 with- 
out difficulties. She had scarlet fever at the age 
of 15. 

About a year and a half ago the patient noted 
a purplish patch on the left side of the abdomen. 
This became hard, but the color faded com- 
pletely. 

There is involvement of the lower extremi- 
ties from the hips to the lower third of the 
legs, consisting of a diffuse, lardaceous thicken- 
ing and infiltration with some normal skin be- 
tween these ill-defined large areas. Especially on 
the posterior surface of the thighs there is 
purplish discoloration in ill-defined patches. In 
the popliteal region and upper part of the legs 
the condition shows typical hidebound sclero- 
dermatous changes. The upper extremities are 
diffusely involved by doughy infiltration of 
sclerodermatous type. On the left side of the 
abdomen is a palm-sized patch of brownish 
pigmentation with residual sclerodermatous in- 
filtration. 

.There is no change in the facial skin, and 
the skin of the hands and feet is normal. There 
is no evidence of Raynaud’s syndrome. Motion 
is somewhat limited in the knee joints because 
of the sclerodermatous involvement. There is 
edema of the left ankle which is of long stand- 
ing and the result of phlebitis of pregnancy. 

Roentgenograms revealed normal lungs, esoph- 
agus, stomach, and duodenum. There were 
no changes in the electrocardiogram. There was 
54 mg. of creatine in a 24-hour urine specimen. 

Serum paper electrophoresis was as follows: 





Normal 
Gm/100 ce. Gm/100 ce. 

Albumin 4.3 4.9 
Globulin 

Alpha; 0.2 0.2 

Alpha: 0.7 0.5 

Beta 0.9 0.7 

Gamma 1.5 1.0 
Total protein 7.6° 7.3 


Biopsy section from the left thigh showed a 
somewhat hyperkeratotic epidermis. In the cutis 
some of the collagen fibers were somewhat 
thickened. Many appeared to be separated by © 
edema, and there was evidence of a chronic in- 
flammatory reaction. Diagnosis: Early stage of 
scleroderma. 

The radioactive iodine uptake was 21%. 

Treatment with concentrate of wheat germ 
oil was begun on Feb. 23, and there has been 
definite improvement objectively and subjec- 
tively. 
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Discussion 


Dr. Jack WotF: I agree with the diagnosis of 
diffuse, progressive scleroderma, and I think 
the pigmented patch on the abdomen is part of 
the picture. The therapeutic response thus far 
is interesting, and it would be nice if the pre- 
senter would report continued response. 

Dr. Wizzert Sacus: I agree with Dr. Gross, 
but would like to see a biopsy of one of the 
outer patches of so-called morphea. If it is not 
that, I wouldn’t know what to call it. 

Dr. Davin Broom: The progressive generalized 
scleroderma is to be differentiated from local- 
ized scleroderma, which may involve one or 
several extremities or may consist of circum- 
scribed plaques on the trunk, for the former, 
particularly when it involves the acra, has a 
much worse prognosis than the latter. Cir- 
cumscribed scleroderma may. disappear spon- 
taneously, and I do not know of any treatment 
which can be definitely considered as beneficial. 

Dr. Samuet M. Pecx: I don’t think we should 
split hairs so much in dermatology. To me, 
scleroderma is scleroderma, whether it is one 
patch, or white spots, or whatever. Of course 
the prognosis is better in the more localized 
form. I have had very good results with vitamin 
E in the localized type, and shall be happy 
to present several patients who responded to 
vitamin E. I use Nataphero!. As far as wide- 
spread scleroderma with acrosclerosis is con- 
cerned, vitamin E hasn’t done anything, and 
neither has bismuth, which is almost or just 
as good as vitamin E in localized cases. They 
may improve spontaneously. I find that dihy- 
drotachysterol is cheaper, safer, and just as good 
as steroids. Where sclerodactylia is present, the 
patient gets marked relief from steroids. 

Dr. THomas N. GraHAM: I agree with the 
diagnosis as presented. The lesions on the ab- 
domen and those on the left lower extremity are 
typical of morphea. I, too, believe that it is 
splitting hairs to differentiate between diffuse 
scleroderma and morphea. 

Dr. Maurice J. Costetto: I think it makes a 
difference which type. of scleroderma it is, be- 
cause the prognosis depends on that. I think 
this patient has generalized morphea. There is 
a lardaceous, brawny infiltration of the skin of 
the forearms, but that is just a more unusually 

* extensive type of morphea. It has lasted a long 
time, but I think the prognosis is good. It is 
a self-limited disease and disappears spontane- 
ously. I don’t think therapy influences the out- 
come substantially. a 

Dr. Franx C. Comspes: One member could see 
no evidence of morphea; another thinks it is 
all morphea. I will choose the middle ground 
and say it makes very little difference prog- 
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nostically. Morphea tends to improve spon- 
taneously. -I am enthusiastic about wheat germ 
oil, and believe one can do things with it that 
cannot be done with vitamin E. Wheat germ 
has vitamin E, but includes members of the B, 
complex and also hormones, particularly those 
with estrogen and testosterone effect. There 
are also unsaturated fatty acids and amino acids 
in wheat germ oil, as well as tyrosinase, phos- 
phatase, lipase, and diastase. It is helpful not 
only in the treatment of scleroderma, but also 
in lupus erythematosus, which I think is related 
genetically to scleroderma. Two years ago Dr. 
Obermayer sent me a patient with scleroderma 
and she had a very good result with concen- 
trated wheat germ oil and diaminodiphenyl 
sulfone. 

Dr. Perry Sacus: Dr. Zarafonetis has de- 
scribed good results in a large group of cases 
with the use of potassium para-aminobenzoic 
acid. 

Dr. Georce M. Lewis: This matter of prog- 
nosis is important. I should like to draw at- 
tention to an article by Piper and Helwig in 
the December, 1955, issue of the A.M.A. Arch- 
ives of Dermatology, in which they reviewed 
autopsy material available in the Armed Forces 
Institute of Pathology in Washington. They 
reported the clinical and autopsy findings in 31 
cases of scleroderma (21 males and 6 females) 
revealing a variety of organic changes, with 
death ascribed to involvement of the kidneys, 
heart, and other organs. .They also studied 27 
cases of localized scleroderma in patients who 
died of some intercurrent disease, and found no 
evidence of internal involvement by scleroderma 
in the sites in which it is found in the pro- 
gressive type of the disease. So it is of more 
than academic interest when you catalogue a 
patient as having progressive scleroderma, acro- 
sclerosis, or the localized variety. I agree with 
Dr. Costello that this patient belongs in the 
last-named group, especially since there is no 
evidence of internal involvement. 

Dr. Paut Gross: I would be inclined towards 
Dr. Costello’s conception of this case as one 
of widespread morphea. The whitish sclero- 
dermatous patches on the thighs, interspersed 
with an erythema which could represent the 
“lilac ring” certainly suggests it, but the 
brawny, thickened skin of the forearms with 
the waxy sheen is that of diffuse scleroderma. 
Seeing this patient and another case of gen- 
eralized progressive scleroderma without in- 
volvement of the hands in recent months re- 
minded me how much more prevalent is this 
type of scleroderma which Sellei, O’Leary, and 
theit followers calls acrosclerosis. I believe we 
dermatologists should impress our colleagues in 
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internal medicine with the importance of this 
differentiation before the new term of systemic 
sclerosis gains general acceptance. 

The differences are not only topographic and 
dermatologic but include sex distribution, asso- 
ciation with Raynaud’s syndrome, esophageal 
and other visceral involvement, and prognosis 
quoad vitam. On the basis of these reports 
which differentiate between acrosclerosis and 
generalized progressive scleroderma, visceral in- 
volvement seems to be more prevalent among 
the cases of acrosclerosis, which also show a 
predilection for the female sex. Mortality, on 
the other hand, is higher in generalized sclero- 
derma, which has an even sex distribution. 

My reason for using a highly concentrated 
nonsaponifiable fraction of wheat germ oil is 
based on the promising effect in dermato- 
myositis and lichen sclerosus. A report in 
the British Journal of Dermatology in 1948 
speaks of successful therapy of scleroderma 
with wheat germ oil, a result which could not 
be repeated with alpha-tocopherol. 

Dr. OrLANDO CANIZARES: I agree with Drs. 
Costello and Lewis. To me, it is more important 





METROPOLITAN DERMATOLOGICAL SOCIETY OF 


Alexander W. Young, Jr., M.D., President 
Milton B. Sloane, M.D., Secretary 
March 15, 1956 


Prurigo Mitis (in an Adult). Presented by Dr. Atex and 
W. Younc Jr. 

Amyloidosis of the Tongue. Presented by Dr. R. M. 
MontTcoMERyY. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF 
April 19, 1956 


Alopecia Areata (Totalis). Results of Predniso- 
lone Local Injections. Presented by Dr. AN- 
tHony N. DoMoNnkKos: 

History: A woman, aged 21, was previously 
presented at the Metropolitan Dermatological 
Society on Nov. 17, 1955, after she had re- 
ceived a series of 40 applications of Thorium X 
to the scalp with no hair growth resulting. She 
was first seen at the Presbyterian Hospital in 
September, 1949, with a history of complete 
alopecia of the scalp, eyebrows, axillary and 
pubic regions of five years’ duration. 

Treatment: She has had cortisone therapy 
by mouth over a period of three months with- 
out any growth of hair. The maximum amount 
was 150 mg. daily. She has also had ultraviolet 
treatments, crude liver extract, phenol, and 
alcohol, and two blood transfusions consisting 
of 250 cc. of whole blood. Approximately four 
weeks ago, two areas on the scalp were injected 
With prednisolone suspension, each area re- 
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to separate morphea from scleroderma than to 
differentiate scleroderma into acrosclerosis and 
progressive scleroderma. But both diseases de- 
velop systemic symptoms, and the differentia- 
tion is academic. The localized form (morphea) 
has a benign prognosis, while scleroderma has 
a serious prognosis. I think we should stress the 
differentiation between the two diseases, espe- 
cially for the benefit of many internists who 
seem to be confused by the terminology. 

Dr. Maurice J. CosteLto: No case of morphea 
ever became generalized scleroderma. Isn’t that 
true? 

Dr. Paut Gross: Absolutely. 


Parapsoriasis Guttata with Leukoderma. 
Dr. Aprian Bropey. 

A Case for Diagnosis: Behcet’s Syndrome? Presented by 
Dr. OrLANDO CANIZARES. 

A Case for Diagnosis: Lupus Vulgaris? Sarcoid? Discoid 
Lupus Erythematosus? Presented by Dr. Perry M. 
Sacus. 

Multiple Basal Cell Epitheliomas with Extensive Grafts. 
Presented by Dr. OrLanpo CANIZARES. 

Chronic Benign Familial Pemphigus. Presented by Dr. 
Joun W. Dovenuerty. 

A Case for Diagnosis: Favus? Radiodermatitis? Presented 
by Dr. Grorcr M. Lewis. 


Presented by 


NEW YORK 
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ceiving 12 mg., and each of these two areas 
was injected three times. At the sites of in- 
jection, a tuft of hair is growing. 

The patient is presented tonight because of 
the results of local injections of prednisolone 
in alopecia areata, also to demonstrate that, 
although complete alopecia has been present 
for some 12 years, the hair roots are still viable. 


Alopecia Areata (Totalis). Results of Predniso- 
lone Local Injections. Presented by Dr. AN- 
THONY N. DomonkKos. 

History: A man, aged 37, noticed loss of hair 
in September, 1952, which progressed to com- 
plete alopecia of the scalp and body. For one 
year prior to onset of alopecia, he was under 
severe emotional tension due to the assump- 
tion of a position which was above his talents. 
It was noted that he had several abscessed 
teeth, for which unsuccessful root canal work 
was being done. He also had large tonsils. 
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Laboratory: BMR was 22. CBC was within 
normal limits with the exception of WBC’s 
which were 11,000. Urinalyses have been nega- 
tive. 

Treatment: He took tetracycyline for a period 
of six weeks. Cortisone was taken at 200 mg. 
dosages for three months. Two whole blood 
transfusions were given, consisting of 250 cc. 
each. Thyroid medication was given. He had 
chorionic gonadotrophin, a total of 20 injec- 
tions, combandren, surgical pituitrin, Thorium 
X. applications to the scalp, numbering about 
20, Roniacol therapy. All of these medications 
produced no growth of hair at all. On Jan. 18, 
1956, 12 mg. of Meticortelone Suspension was 
injected into two areas of the scalp. Normal 
saline suspension was injected in the occipital 
region. He has had a series of 13 injections— 
two areas injected at weekly intervals. 

The patient is presented for results of treat- 
ment. On the areas where at least three in- 
jections have been given, hair is starting to 
grow. This is the first time that hair has grown 
on the scalp since he has been under observa- 
tion in the last three and a half years. 





‘ Limear Scleroderma, F Pr 
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Discussion 


Dr. R. M. Montcomery: They are interesting 
cases to present. It might be advisable to treat 
some of these cases of total alopecia with a 
water-soluble hydrocortisone ointment locally. 

Dr. AntHony N. Domonxos: As you might 
have noticed, there is a damping or loss of 
tissue underneath the site of these injections. 
There is some change produced in the connec- 
tive tissue and association of the steroid. I am 
not sure but that we are precluding the possi- 
bility of permanent change from the applica- 
tion of cortisone. It was felt that these injections 


would have to be given at one-week intervals 


in order to catch the cycle of hair growth. 
We don’t know where we are going and we 
have no idea as to what the potential will be. 
The only thing that can be demonstrated is they 
are able to grow hair. 


Vaseular Purpura. Presented by Dr. R. M. MontGomenry. 

Mycosis Fungoides. Presented by Dr. Cart T. NEtson. 

R like Tub lid(?) Presented by Dr. Cuartes F. 
Post. 

Case for Diagnosis: 
Lowry MILLER. 





Morphea? Presented by Dr. J. 


head 


ted by Dr. R. M. 





MontTGoMEryY. 


NEW YORK ACADEMY OF MEDICINE, SECTION ON DERMATOLOGY AND SYPHILOLOGY 


Timothy J. Riordan, M.D., Chairman 
Wilbert Sachs, M.D., Secretary 
April 3, 1956 


Epitheliomata (Basal and Squamous) in Epidermolysis 
Bullosa (Dystrophie Type). Presented ty Dr. BEATRICE 
M. KEsTEN. ; 

Lichen Planopilaris—Pringle. Presented by Dr. ALEX- 
ANDER W. Younc Jr. 

Linear Scleroderma. Presented by Dr. Leo ScHwEICH. 

Amyloidosis of the Tongue. Presented by Dr. Royat M. 
MonTGOMERY. 

Acrocyanosis( ?); ng Presented by 
Dr. Geratp F. Macuacex and Dr. Heten O. Curtn. 

Mycosis Fungoides. Presented by Dr. Grorce C. ANDREWS. 

Sarcoidosis, Apparently Limited to the Parotid Gland. 
Presented by Dr. Lestiz P. Barker. 

Familial Benign Chronie Pemphigus. 
Geratp F. MACcHACEK. 

Tuberculosis Cutis. Presented by Dr. Daniet Hyman. 


Cc Sion. Menaih . 





Presented by Dr. 





SAN FRANCISCO DERMATOLOGICAL SOCIETY 


Paul Fasal, M.D., President 
R. Raymond Allington, M.D., Secretary 
‘Edward J. Ringrose, M.D., Editor 


March 23, 1956 


Case for Diagnosis: Lichenoid Eruption in 
Negro Child. Presented by Dr. Herpert L. 
JosEPH. 

A Negro boy, age 21 months, has had patches 
consisting of grouped small lichenoid papules for 
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Case for Diagnosis: Erythema Annulare Centrifugum as 
an Id Reaction to Fungus Infection? Presented by Dr. 
J. Lowry Miter. 

Vogt-Koyanagi Syndrome. 
NELson. 

Seborrheic Dermatitis; 

Sprue. Presented by Dr. Paut Gross. 

R N biosis Lipoidica Diabeticorum in and 
Around Skin Grafts. Presented by Dr. Caries F. 
Post for Dr. J. S. SHaprro! 

Behcet’s Synd 
O. CurtH. 


Presented by Dr. Cart T. 


Nummular Eczema; Nontropical 





Presented by Dr. HELen 





Anhthaai 


Nevoid Hemangioma Resembling Necrobiosis Lipoidiea 
Diabeticorum? Presented by Dr. Mitton B. SLoane 
‘(for Dr. ARLINGTON BENSEL). 


five months. The largest lesions are on the trunk 
and are up to 8 cm. in diameter. They consist of 
closely grouped but discrete pinpoint- to pinhead- 
size papules, giving them a rough feel, but not 
grater-like. There is slight hyperpigmentation. In 
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some of the lesions on the legs there is slight scali- 
ness and a mild eczematous component. Itching 
has not been prominent if measured by the amount 
of scratching. 

The tuberculin test (P. P. D., First Strength) 
is negative. He has been treated with salicylic 
acid, Vioform ointment, and vitamin A, without 
much change after four months of therapy. 

A biopsy specimen was taken from one of the 
large patches on the right lower chest. 


Discussion 


Dr. Hamitton MontcoMery, Rochester, Minn. 
(by invitation): The histologic section revealed 
follicular plugging as in lichen scrofulosorum, but 
there was no tuberculoid or tubercle formation 
about the hair follicles. The absence of true 
tubercle formation would not rule out the clinical 
diagnosis of lichen scrofulosorum, and perhaps 
another biopsy might be indicated. 

Dr. GrorceE KutcHar: We see these things in 
children frequently. This condition has been de- 
scribed under the term of keratosis follicularis 
contagiosa (Brooke), and < think this fits very 
well in the category of that condition particularly 
seen in children. 

Dr. WALTER E. WEBER, Santa Rosa: Dr. Joseph 
and I spoke about these cases a few times and 
maybe this is commoner up in our part of the 
country. However, this seems to fit in quite well 
with so-called lichen pilaris spinulosus. Dr. Mont- 
gomery stated in his recent book that this disease 
was rather rare. It may be rather rare in Ro- 
chester, Minn., if this is the disease, but we do see 
quite a bit of it in dark-skinned people in this 
area. I think the histology, although not diag- 
nostic, is surely consistent with the description 
given in the textbooks. And I would favor that 
diagnosis—lichen pilaris seu spinulosus. 

Dr. Paut Fasat, San Rafael: In the Negro 
population it might be that the state of nutrition 
is not as good as in other parts of the population. 

Dr. Hersert L, Joseru, Vallejo: I agree with 
Dr. Weber. This is a common condition in Negro 
children. I saw more of it in the Midwest than 
in California. There is a relatively large Negro 
population in Vallejo, and I have encountered this 
there before. It follows the clinical and histologic 
pattern of lichen pilaris seu spinulosus, but 
whether it is actually this disease or a variant, I 
am not certain; however, it is not uncommon. All 
patients have negative tuberculin tests, and there 
is no tuberculoid reaction in the skin—only a little 
hyperkeratosis and follicular plugging. There may 
be the simultaneous presence of nummular patches 
resembling nummular eczema. In Dr. Mont- 
gomery’s text with Dr. Ormsby the condition is 
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described as occurring in children and as being 
frequent in Europe and rare in America, but it is 
not rare in American Negro children, if that is 
what this disease is. I am sure that those of you 
who see a fair number of Negro children have 
seen this before. It remains for long periods and 
does not respond permanently to treatment with 
vitamin A or anything else, in my experience, 
although topical salicylic-acid-sulfur ointment may 
give symptomatic improvement. 

Dr. Hamitton MontcomMery, Rochester, Minn., 
(by invitation): After listening to the discussion 
of Case 1, I wish to stand corrected and agree with 
the diagnosis of lichen pilaris seu spinulosus. We 
do not see many Negro patients at the Mayo 
Clinic, and there we usually think of lichen pilaris 
in relation to lesions of the scalp. I still would 
like to see another biopsy performed. 
Granulomatosis Disciformis Chronica Progres- 

siva. Presented by Dr. Epwarp J. RINGROSE. 

This 24-year-old white, married, registered nurse 
and housewife was first examined by me on March 
14, 1956, for lesions on the anterior aspects of her 
legs that were first noted in September, 1955, after 
several previous hospitalizations for what was diag- 
nosed as fever of unknown etiology, at the Vete- 
rans Hospital in August, 1955, and infectious 
mononucleosis while she was in the Army in 
March, 1953. Her main complaints in September 
were obesity with marked fluid retention premen- 
strually, and vague pains in her arms, shoulder, 
and neck. Past history was noncontributory except 
as noted above. 

The physical examination was entirely normal 
except for obesity with a weight of 154 Ib.; some 
tenderness in the temporomandibular joints bi- 
laterally; and left ovary, twice normal size. 
Laboratory work, including sedimentation rate, 
complete blood count, urinalysis, VDRL-cardiolipin, 
protein-bound iodine, I uptake test, and x-rays 
of the temporomandibular joints were negative. 

The patient was placed on an 800 calorie, 500 
mg. sodium diet with excellent results in the 
obesity and weight fluctuations. 

At the time of my examination on March 14, 
1956, there were several dusky-erythematous, shiny, 
firm flat papules that varied in size from a few 
millimeters to a few centimeters located over the 
anterior aspects of the legs. The largest of these 
was a placque measuring 31.7 cm. in diameter 
located over the left tibia. The central portion of 
this had a yellowish hue. 

Histopathological examination of tissue excised 
from the largest lesion showed changes character- 
istic of necrobiosis lipoidica diabeticorum. 

While she was in a veterans’ hospital in Sep- 
tember, 1955, one examination revealed total 
cholesterol 338 mg. per 100 cc., with cholesterol 
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esters of 230. A subsequent test at that time 
showed total cholesterol 284, with esters 185. 

Repeated urinalysis, two-hour postprandial blood 
sugar, cholesterol and cholesterol esters in the past 
week have been normal. 


Discussion 


Dr. Epwarp J. Rrincrose, Berkeley: Walter 
Lever, in his most recent book on histopathology, 
discusses this particular disorder, granulomatosis 
disciformis chronica progressiva, as being very 
similar to necrobiosis lipoidica diabeticorum and 
probably identical except that these patients don’t 
have diabetes and apparently they also do not have 
deposits of lipoid in the areas of inflammation. 
However, there is some lipoid in this one. 

Dr. Hamitton Montcomery, Rochester, Minn. 
(by invitation) : I am not certain that granuloma- 
tosis disciformis chronica progressiva is a definite 
entity. In many instances the histologic ‘picture 
has duplicated that of necrobiosis lipoidica dia- 
beticorum, as it does in this case. There are an 
increasing number of cases of necrobiosis lipoidica 
diabeticorum being reported without any eleva- 
tion of the blood lipids or disturbance in the fat- 
tolerance test or with any familial history. From 
a clinical standpoint, the patient today showed 
some papules, and doesn’t reveal the presence of 
large plaques which we usually associate with 
necrobiosis lipoidica diabeticorum. 

Dr. Paut Fasat, San Rafael: I agree with 
Dr. Montgomery that there doesn’t seem to be a 
great necessity to: make this a new entity because 
most of these cases will fit quite well into necro- 
biosis lipoidica diabeticorum. 


Case for Diagnosis: Aberrant Mongolian Spot? 
Nevus of Ota? Presented by Dr. NorMAN N. 


EpsteIn; Dr. Frances A. Torry, and Dr. 
Witt1aM M. GeorcE, by invitation. 


A 2-year-old Chinese boy, presents numerous 
diffuse and demarcated plaques of pigmentation of 
varying degrees over the back, sacrum, and thighs. 
In the distribution of the opthalmic and maxillary 
branch of the trigeminal nerve on the right fore- 
head and cheek there is diffuse pigmentation. 
Several blue areas are present on the right sclera. 
All have been present since the age of 6 months. 
Sections show spindle-shaped, bipolar melanocytes 
scattered widely throughout the cutis. 


Nevus Fusco-Caeruleus Ophthalmomaxillaris 
of Ota. Presented by Dr. B. J. SPENCE. 

At age 2 years, patient developed a small “sore” 
over left nares. Her grandmother states that pa- 
tient had frequent nosebleeds from that age until 
age 12, at which time the bleeding episodes ter- 
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minated spontaneously. At this time (age 12) 
the lesion on her nose began to spread gradually 
over the nose with possibly some extension during 
the past few years. She is now aged 24. She is 
not sure when the spots developed at the base of 
the nose and brow areas. During the past year 
the discoloration has begun to extend laterally 
over the left cheek. No known history of dis- 
coloration of sclera of eye. General health is 
good. At various times for a period of. two or 
three days the lesion “géts much darker and then 
fades.” No lesions elsewhere. Daughter has an 
area of bluish-tan pigmentation over the left fore- 
head, present since birth. 


Discussion 


Dr. THomas B. Fitzpatrick, Portland, Ore.: 
Although this type of pigmentary disorder was 
described by Ota and Tanino in 1939, many cases 
of this type of pigmentation were described be- 
fore this time. The pigmentary disorder has been 
variously designated as “persistent aberrant Mon- 
golian spot, extensive blue patch-like pigmentation, 
etc.,” and this first report appeared in 1860. In a 
recent report (A.M.A. Arch. Ophth. 56:830 
[Dec.] 1955) we designate Mongolian spot, nervus 
of Ota, and nevus acromiodeltoideus of Ito as 
dermal melanocytosis since. the pigmentation, re- 
flects the presence of “ectopic” isolated melano- 
cytes in the dermis. When the eye is also involved 
it is designated as oculodermal melanocytosis. 
Oculodermal melanocytosis is common in the Ori- 
ental race and constituted 0.4% of all dermatology 
outpatients in the Tohoku University Clinic during 
a 10-year period. 

Dr. NorMAn Levan, Bakersfield (by invita- 
tation) : .This has been ‘a progressive lesion, and 
I have seen similar cases and others are reported 
in the literature. Interestingly enough, a high per- 
centage of them are stated by the presenters to 
have first appeared after an injury. Unlikely as 
this would seem from the histologic findings, it 
still is rather striking how often this has occurred. 
In my own cases, I have had two which appeared 
in adult life following injury, this enlargement 
having been verified by careful observation by the 
referring physician. In my experience, these le- 
sions have been common in Negroes as well as 
Orientals, although more so in the latter (Stuart, 
C: Brit. J. Dermat. 67:317, 1955; Cornell, V. 
A. H.: Arch. Dermat. & Syph. 36:1261, 1937). 

Dr. Hamitton MontcoMery, Rochester, Minn.: 
I should like to reemphasize what Dr. Fitzpatrick 
has just said about there being all variations of 
Mongolian spots, in which the dermal melanocytes, 
with their bipolar dendritic processes, are massed 
together in clumps, and then there is the nevus 
of Ota, which by original definition involves the 
eye. All three conditions are variants of one an- 
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other. I do not think the blue nevi are uncom- 
mon. I know I have seen over 300 cases. On the 
other hand, it was rather striking that Dr. Steg- 
maier and I in our study of 100 nevi in children 
before the age of puberty did not find a single 
blue nevus. In a paper with Dr. Dorsey in the 
Journal of Investigative Dermatology, March, 
1954, we reported malignant change in two cases 
of nevus of Ota. As far as I know, these are the 
only two cases so far reported in which malignant 
change has occurred. One case, which was Dr. 
Milne’s of Glasgow, died of extensive metastasis, 
and the patient we had at the Clinic had extensive 
destruction of mandible and jaw, though since then 
he has been lost sight of. 

Dr. THomMAs B. Fitzpatrick, Portland, Ore.: 
The melanocytes present in dermal melanocytosis 
only occasionally contain dopa oxidase activity, 
and none of the specimens of the 10 patients 
studied have a positive autoradiographic tyrosinase 
reaction. In contrast, all of the 30 blue nevi that 
we have studied have a positive autoradiographic 
tyrosinase reaction. The significance of these dif- 
ferences is not known. 


Case for Diagnosis and Therapy: Lymphedema 
Praecox? Associated with Eczema or Fami- 
lial Idiopathic Dysproteinemia). Presented by 
Dr. E. M. Farser, and (by invitation) Dr. 
J. N. Aaron, Stanford School of Medicine, 
Division of Dermatology. 


A 60-year-old white woman, at the age of 9 
years, noted a swelling of her left leg, which be- 
gan at t\e ankle and within a few months pro- 
gressed up the left knee. A few months later, 
she noted-a similar swelling of her right leg, 
which progressed in the same manner. This was 
accompanied by temporary, intermittent swelling 
of both hands and a slight periorbital edema. 
There had been recurrent bouts of cellulitis of 
both legs, postdating the onset of the edema. The 
swelling of the lower extremities is intensified 
after periods of standing and walking, and is de- 
creased upon elevation of the legs. Edema was 
intensified prior to menstrual periods. 

At the age of 10 years, the patient had a 
Kondoleon operation on both legs for the removal 
of fibrous tissue. Within the last three months, 
she has had some dyspnea, increased weakness, 
easy fatigability, and moderate cold intolerance. 
The heart was found to be enlarged, but the 
dyspnea did not improve after digitalization. She 
has a history of recurrent pain, redness, and swell- 
ing in both her left and right large toes. While 
the uric acid concentration was normal, there were 
noted on x-ray examination changes indicative of 
either degenerative arthritis or gouty arthritis 
of the large toes. She was put on a therapeutic 
trial of colchicine in December, 1955, and the pain 
cleared dramatically and has not returned. A 


Societies 


hysterectomy was performed in 1945 for fibromata 
uteri. Physical examination: BP 130/80; P 76; 
temperature 97.8 F. Positive findings: Heart, en- 
largement of the left ventricle and systolic, apical 
murmur; distant heart sounds. Right femoral 
pulse is palpable; left femoral pulse is absent. 
The patient has a general puffy appearance. On 
admission to the hospital pitting edema was noted 
in both legs, mild pitting edema in the sacral area. 
There is a feeling of general induration of both 
legs and pretibial tenderness was elicited bilater- 
ally. No large varicose veins were noted. There 
was no calf tenderness, and the Homan’s sign 
was negative. There was no temperature increase 
in either leg. There was no evidence of cellulitis 
or thrombophlebitis at present. Bilateral, residual 
scars of previous Kondolein operation noted. Dry, 
scaling dermatitis on the palms and dorsum of 
both hands. Generalized xerosis of the skin was 
noted. 

Laboratory data: Chest plate—left ventricle en- 
largement, but no evidence of pulmonary conges- 
tion. Blood cholesterol, 264 mg. per 100 cc.; 
protein-bound I? 68y (normal); radioactive 
iodine uptake, 9% in 24 hours (normal 15%- 
40%) ; blood uric acid, 4.7 mg. per 100 cc.; blood 
creatinine, 1.3 mg. per 100 cc.; antistreptolysin 
titer, normal; WBC, 7,100 (normal differential) ; 
Hg. 10.7 gm.; platelets, adequate; urinalysis, nor- 
mal; electrophoretic fractionation of protein: 
y-globulin, 10% (normal 13%) ; B-globulin, 21.3% 
(normal 8%); as-globulin, 27% (normal 6%); 
a.-globulin, 5.6% (normal 3%); albumin, 36.2% 
(normal 70%). The gall bladder and G. I. series 
were both negative. Total protein, 5.9 gm.; A/G 
ratio, 3.9/2.0. 

Discussion 

Dr. J. N. Aaron (by invitation): At first this 
patient appeared to have “lymphedema praecox.” 
However, after the case was completely evaluated, 
the second diagnosis of “familial idiopathic dys- 
proteinemia”: was considered. The patient fits this 
latter entity in that she shows a pathophysiological 
process which is present in other members of her 
family, a hypoproteinemia, dysproteinemia, and 
edema of the lower extremities starting approxi- 
mately at puberty. .Congenital anomalies are men- 
tioned as being present in this syndrome, and the 
congenital anomaly in this case might be the 
underdevelopment of the lymphatic channels pre- 
disposing the patient towards a subsequent lymph- 
edema. 

Dr. HamiLton Montcomery, Rochester, Minn. : 
This is a most unusual clinical and histologic pic- 
ture presented by this patient. Disregarding dis- 
cussion of her general condition, I was much 
interested in the lichenoid papules on the fore- 
arms, resembling, to a certain extent, lichen planus 
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but histologically looking more like a neuroderma- 
titis. This brings up the possibility of a rare 
condition known as lichen rubrum moniliformis to 
be added to her general condition of lymphedema. 

Dr. Eucene M. Farser: It has been of con- 
siderable interest to us in reviewing the literature 
on Milroy’s disease and lymphedema praecox to 
find an absence of any information concerning 
the nature of the serum proteins in patients with 
these disorders. Dr. Rytand, Professor of Medi- 
cine at Stanford, has been interested in this pa- 
tient. He has seen a number of patients with 
allergic eczema and profound disturbances in their 
serum albumin. It is his feeling that there is an 
“allergic” mechanism resulting in increased de- 
struction of protein fractions, and if this is the 
case here, it is an explanation for edema which 
not only affects her extremities but her face as 
well, 
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Cirrhosis of the Liver with Telangectasia of the Legs. 
Presented by Dr. Frances KeEppI1e. 

Pemphigus. Presented by Dr. Greorce T. LENAHAN. 

Mycosis Fungoides D’Emblee? Lymphosarcoma? Presented 
by Dr. Mortimer S. Fax. 

Mycosis Fungoides. Presented by Dr. Ervin Epstein. 

Boeck’s Sarcoid. Presented by Dr. Herman V. ALLING- 
TON. 

Chronic Granuloma. Presented for diagnosis and sugges- 
tions for treatment, by Dr. B. J. Spence, JR. 

Congenital, EK hagic Telangi ja. Presented by Dr. 
Epwarp J. Rincrose and (by invitation) Dr. J. N. 
Aaron, Stanford University School of Medicine, Divi- 
sion of Dermatology. 

Urticaria Pigmentosa. Presented by Dr. Ray C. Norp- 
sTRoM, and (by invitation) Dr. M. Peter Mark. 

Necrobiosis Lipoidica (Diabeticorum) Occurring in a 38- 
Year-Old White Man Without Evid of Diab 
Presented by Dr. Herman V. ALLINGTON. 

Case for Diagnosis. Presented by Dr. Ervin Epstein. 

Pityriasis Lichenoides et Varioliformis Acuta (Habermann). 
Presented by Dr. Eart R. CLarsorne, and Dr. Wayne 
L. Wricar. 
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Abstracts from Current Literature 


Nicket Dermatitis. C. D. Catnan, Brit. J. Dermat. 68:229-236 (July.-Aug.) 1956. 

A report is presented of the clinical features of nickel dermatitis (“the commonest type 
of sensitivity dermatitis encountered in routine dermatological practice”), including primary 
sites due to direct contact and secondary eczematous eruptions due presumably to autosensiti- 
zation. About one-third of the patients have some associated eczematous eruption, the majority 
having eczema of the hands. The allergy to nickel lasts for life. 

Hurr, Evanston, Ill. 


Errects oF NICKEL ON THE SKIN. G. C. WELLS, Brit. J. Dermat. 68 :237-242 (July-Aug.) 1956. 
Chemical tests suggest that carboxyl groups may play a part in the affinity of keratin for 
nickel. Spectrographic analysis of detergent powders revealed no measurable amount of nickel. 
The high incidence of hand eczema is probably due to nonspecific irritants in subjects made 
more prone to eczema by their sensitivity to nickel. 
Hurr, Evanston, IIl. 


THIoL ConTENT OF ABNORMAL STRATUM CORNEUM IN PsorIASIS AND OTHER CONDITIONS. 
I. A. Macnus, Brit. J. Dermat. 68:243-251 (July-Aug.) 1956. 

High values for freely available -SH were demonstrated in aqueous homogenates of the 
fresh scales of psoriasis, seborrheic dermatitis, chronic (psoriasiform) dermatitis of the legs, 
and lichen simplex chronicus (conditions which also have histological features in common. 

This is interpreted as partial failure of masking of the -SH groups rather than partial 
failure of oxidation to -SS- linkages. 

Hurr, Evanston, Il. 


EXTRAGENITAL ForMs oF CuTANEOUS BILHARZIASIS. ABDEL MoneM, Et Morty, Brit. J. 

Dermat. 68 :252-257 (July-Aug.) 1956. 

Three cases of cutaneous bilharziasis due to Schistosoma hematobium involving the trunk 
rather than the usual perineal site are reported. 

The primary lesion is a firm, ovoid, flesh-colored papule which later develops into a deeply 
pigmented scaly nodule.or plaque with occasional ulceration. 

Histologically, Bilharzia ova and a granulomatous reaction are found in the corium and 
subcutaneous tissues. 

It is suggested that the aberrant location of lesions may be due to passage of worms or ova 
through pulmonary arteriovenous anastomoses to reach the systemic circulation. 

Hurr, Evanston, III. 


THE Use oF CorTISONE IN LICHEN PLaNus. P. B. MumForp and J. K. Morcan, Brit. J. 
Dermat. 68 :258-260 (July-Aug.) 1956. 
Cortisone is of value in the treatment of acute and generalized types of lichen planus, but 
there is a tendency to relapse on cessation of treatment. 
Hurr, Evanston, IIl. 


PotyMorpHic Light Eruptions: RELATION To UttrAvioLeT Licut INTENSITY AND Hours oF 
Sunsuine. H. BroptHaGeEN and J. V. CHRIsTIANSEN, Brit. J. Dermat. 68 :261-263 (July- 
Aug.) 1956. ss 

Polymorphic light eruptions are due more to increases in the intensity of ultraviolet rays 
than to the absolute intensity. 
Hurr, Evanston, II. 


ACANTHOMATA APPEARING AFTER EczEMA. Murray G. WILLIAMS, Brit. J. Dermat. 68 :268- 
271 (July-Aug.) 1956. 
Warty lesions resembling seborrheic keratoses frequently appear during the course of eczema 
and exfoliative erythroderma and then usually disappear within six months. Their disappear- 
ance and the histologic picture of hyperkeratosis and acanthosis distinguish these lesions from 


seborrheic keratoses. 
Hvurr, Evanston, IIl. 
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Leprosy: A CHANGING SITUATION IN EASTERN NiGerRIA. T. F. Dovey; C. M. Ross, and 
B. Nicuotson, Brit. M. J. 2:65-68 (July 14) 1956. 
Public health ‘aspects of a probable epidemic of leprosy in Nigeria and the influence of 
tuberculosis, improved living conditions and leprosy-control measures are discussed. 
Hurr, Evanston, II. 


LetTeReR-StwE SYNDROME IN ApuLts. A. W. Taytor, Brit. M. J. 2:68-71 (July 14) 1956. 

Two fatal cases of a slow-growing reticulum-cell tumor in adults are reported, with early 

involvement of mesenteric lymph nodes, giving rise to the sprue syndrome with severe macro- 

cytic anemia responding -nly to folic acid. Recognizable, generalized metastases occurred 

after two and four years respectively. The relationship of Letterer-Siwe disease to the 
lipoidoses, eosinophilic granuloma of bone, and reticulum-cell sarcoma is briefly discussed. 
Hurr, Evanston, IIl. 


D1aGNosIs OF Foot RrncworMm. J. G. Hormes and J. C. Genties, Lancet 2:62-63 (July 14) 
1956. 

Fungus was isolated in a high percentage of cases in which vesicles and erythema were 
present. Maceration and peeling were unreliable signs in the clinical diagnosis of foot ring- 
worm. : 

Hurr, Evanston, IIl. 


ISOLATION OF VirUS OF HERPES SIMPLEX FROM THE LIvER (NEEDLE Biopsy IN VIVO) IN A 
Cuitp 1 YEAR AND 2 MontHs Oxp SHOWING. GENERALIZED HERPES SIMPLEX AND 
Kaposi's VARICELLIFORM Eruption. F. De Marrets, Aggiorn. mal. infezione 2:59-66 
(Jan.-Feb.) 1956. 

The title implies that the patient presented clinically both generalized herpes simplex and 
Kaposi’s varicelliform eruption. The eczematous child had contact with a recently vaccinated 
one. Although the history and clinical appearance was of Kaposi’s varicelliform eruption, this 
diagnosis was ruled out because of the demonstration of the herpes simplex virus by liver 
biopsy. The case confirms previous reports of the transmissibility of the virus through the 
blood. 

RoncHESE, Providence, R. I. 


Lupus EryTHEMATOSUS PRroruNDUS. V. MusuMeEc!, Arch. ital. dermat. sif. 28:11-21, 1956. 
Report of a case of lupus erythematosus, chronic discoid, of the scalp and one arm. The 
lesion of the arm presented clinical features of Darier-Roussy sarcoid. Histologically it was 
lupus erythematosus profundus. 
RONCHESE, Providence, R. I. 


ACRODERMATITIS CONTINUA HaALLopeAu. F. Attecra and M. Jort, Arch. ital. Dermat. sif. 
28 :22-48, 1956. 

Report of a case having psoriasis for 23 years and developing acrodermatitis continua. The 
authors believe that pustular psoriasis and acrodermatitis continua are varieties of psoriasis 
vulgaris. 

RONCHESE, Providence, R. I. 


SupeRionITY OF NONSPECIFIC PROTEINOTHERAPY IN DERMATITIS HERPETIFORMIS. G. TRIMI- 
GLI0zz1, Dermatologia 7 :1-5 (Jan.) 1956. 

A severe, extensive, febrile case of dermatitis herpetiformis, in which sulfa drugs, steroids, 
chloromycetin, arsenicals, gold, and other medications failed, responded quickly to foreign- 
protein therapy (milk). 

RoncHEsE, Providence, R. I. 


Horny, VERRUCOUS AND ULCERATED LEUKOPLAKIA OF GLANS PENIS AND FORESKIN TREATED 
TENTATIVELY WITH VITAMIN’ Be. -V. G. Rrnatpr, Dermatologia 7 :45-48 (Feb.) 1956. 
A report of excellent result obtained in two cases of verrucous, ulcerated leukoplakia of 
the penis with 100 mg. intravenously daily of vitamin Beg. 
RoncuHeEseE, Providence, R. I. 
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THE THERAPY OF VITILIGO WITH AMMI Magus. V. Puctisi, Dermatologia 7 :97-101 (April) 
1956. 

In 24 cases, good cosmetic result was obtained in 11, fair in six, no result in six. One 
patient did not tolerate the treatment. The best result was obtained in the areas where bullae 
were provoked by painting with the chemical followed by exposure to the sun. 

RoncHEsE, Providence, R. I. 


THE HYALINOGELATINOUS CUFF OF THE INTRAFOLLICULAR PART OF THE Hamre. V. PUCCINELLI, 
Gior. ital. dermat. e sif. 97:1-18 (Jan.-Feb.) 1956. 

A hyalinogelatinous cuff on the intrafollicular part of the hair mechanically extracted is 
found in many conditions, pathological and apparently normal. Puccinelli studied the structure 
under polarized light and with various chemicals, Internal and external layers appear bire- 
fractive, while the internal material is not. The treatment of the structure with alkali and 
thioglycolic acid demonstrate the considerable depth between the external surface of the hair 
and the internal surface of the follicle. 

RoncHESE, Providence, R. I. 


THE Errect oF Bioop SERUM oF HEALTHY INDIVIDUALS AND PEMPHIGUS SUFFERERS ON 
Cuttures oF NokMAL AND Pempuicus Skin. A. G. BELLONE and V. Leong, Gior. ital. 
dermat. e sif. 97:98-109 (March-April) 1956. 

The skin of pemphigus patients used was the apparently healthy skin and the one on areas 
of positive Nikolsky. All cultures grew without appreciable difference. 
RoncHEsE, Providence, R. I. 


VARIATIONS OF THE THICKNESS OF THE Harr. V. PucciINeLit, Minerva dermat. 31:9-13 
(Jan.) 1956. 

The hair of about 600 subjects, of both sexes and various ages, without apparent hair 
pathology, were examined macroscopically and with the micrometer. The graphics obtained 
(trichopachygrams) show that a hair without the slightest variation is rare. Small variations 
were found after puberty and more in the female, particularly in dysmenorrhea. 

RoncHEsE, Providence, R. I. 


Mycotic ORGANISMS OF TINEA VeERSICOLoR. R. Leone, Minerva dermat. 31:13-23 (Jan.) 
1956. 


A bottle-shaped lipophilic organism was isolated from patches of tinea versicolor. Its 
similarity to Malassezia furfur and its mycological position are discussed. 
RoncHESE, Providence, R. I. 


VARIATIONS OF THICKNESS OF AXILLARY AND Pusic Harr. C. Ruspint, Minerva dermat. 
31:23-25 (Jan.) 1956. 


The trichopachygram of axillary and pubic hair shows more variations in women than in 
men. 


RoncHESE, Providence, R. I. 


RADIOTHERAPY OF CUTANEOUS HypeERPLAsTIC ConpiTIons. D. FIANpEsIo, Minerva dermat. 
31:89-94 (March) 1956. 


The author, radiologist of the University of Turin, gives “as a normal only dose for a 
vulgar verruca from 2500 to 3500 r, an only dose of from 1500 to 2000 r for juvenile warts, 
which dose he calls very small. He advises 2500 r for a senile verruca, as much as 8000 r 
for acuminated condylomata resistant to other form of therapy; 4000 r to 5000 r for callositas, 
corns, and palmar and plantar keratoderma. Even for molluscum contagiosum his therapy 
of choice is from 1500 to 2000 r. The paper utterly disregards the principle that radiations 
should not be used for benign conditions when other methods of therapy are better or equally 
effective. The writer is a radiologist, and he is recommending doses that a dermatologist 
would never use for the treatment of such benign lesions as verrucae, callositas, and molluscum 
contagiosum. 


RoncHEsE, Providence, R. I. 
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ImpPETIGO HERPETIFORMIS, ACRODERMATITIS HALLOPEAU AND PustuLar Psoriasis. U. 
GRANELLI, Minerva dermat. 31:120-126 (April) 1956. 


Granelli reports one case of impetigo herpetiformis in a nonpregnant woman with thyroid 
pathology and another of a 57-year-old man with acrodermatitis Hallopeau since the age of 
6. A discussion of etiology and pathology of the above conditions and pustular psoriasis 


follows. 
RoncHEsE, Providence, R. I. 


CIRCUMSCRIBED SYMMETRIC MyXxEDEMA. A. MIDANA and F. OrMEA, Minerva dermat. 31: 
131-141 (May) 1956. 


Mucin thesaurismosis and analogous storage diseases are discussed. etiologically and 
pathologically and the literature reviewed. A clinical parallelism between pretibial myxedema 
and exophthalmus and the dependence of pretibial myxedema on the hypophysis-thyroid axis 


are suggested. 
RoncHESE, Providence, R. I. 


THE URINARY STEROIDS IN PEMPHIGUS TREATED WITH STEROIDS. F. Serri and L. Brunt, 
Minerva dermat. 31:143-147 (May) 1956. . 


The urinary steroids were determined in a group of patients suffering from pemphigus 
vulgaris, pemphigus vegetans, and pemphigus erythematosus after intake of cortisone, predni- 
sone, and prednisolone. The last two compounds, in doses of 50-60 mg. daily lowered the 
function of the adrenals. With average amounts the adrenal function remained fairly high 


and continued as such with maintenance doses (5-25 mg. daily). 
RoncHESE, Providence, R. I. 


HISTOLOGICAL AND EXPERIMENTAL STUDY ON THE FORMATION OF THE BULLA IN EPIDERMOLY- 
sts Buttosa, V. Musumeci, Minerva Dermat. 31:194-210 (July) 1956.. 


In four sufferers from epidermolysis bullosa biopsies were taken from surrounding 
apparently healthy skin and from early bullae. Cytology material was obtained from the floor 
of recent bullae and from areas where the Nikolsky sign was elicited. Various chemical 
and physical stimuli were experimented with. It seems that the responsibility of trauma is 
represented by the disruption of the physicochemical equilibrium between the dermis and the 
epidermis. 

RoncHESE, Providence, R. I. 


SEBOCYSTOMATOSIS OF GUNTHER. M. Dociiorti and M. Visetri, Minerva dermat. 31 :210-215 
(July) 1956. 


From the study of two cases the authors conclude that the disorder is nevoid, not always 
congenital, but familial and connected with endocrine pathology. 
RoncHeseE, Providence, R. I. 


THE CALCIUM OF THE NAIL IN Various Aces. C. Matrer; A. Cocnasso, and M. GAZZERA- 
TorazzA, Minerva med. 47:1517 (May 19) 1956. 


The search done with the method of Leulier and-Velluz in 73 subjects of various ages, 
showed about 100 mg. per 100 cc. at the age of 20 and about 265 mg. per 100 cc. at the age 
of 85. In general the increase starts after the age of 38. The authors speculate on the 
correlation of the increase with age of ungual calcium and vascular calcium. 

RONcHESE, Providence, R. I. 


EryTHEMA NoposuM AND ERYTHEMA INDURATUM. W. LOFFLER and A. PEDRAZZINI, Minerva 

med. 47 :1571-1572 (May 26) 1956. 

Loffler has always considered erythema nodosum a manifestation of exudative tubercu- 
losis. A man with lesions of both kinds clinically and pathologically was followed for six 
years. The case demonstrates that both erythema nodosum and erythema induratum are of 
tubercular nature. 


RoncHeEseE, Providence, R. I. 
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ABSTRACTS FROM CURRENT LITERATURE 


Srupies CONCERNING THE CLINICAL ASPECTS AND PATHOGENESIS OF MICROBIAL ECZEMA: 
V. Tue Epicutraneous Patcu Test with EczeMa Desris. H. Rocxt, Hautarzt 7 :248 
(June) 1956. 


Patch tests with scrapings obtained from the surface debris of microbial eczema 
were performed on 70 patients with the disease and on 86 healthy control persons. 
Forty-six patients (66%) yielded clearly positive reactions, while control tests with 
scrapings from normal skin produced a slight erythema in only a single case. Among 
the healthy control persons, only 6% showed positive reactions to the eczema debris. 
The positive tests varied from a simple erythema with or without infiltration to vesicu- 
lation, sterile pustulation, and oozing. 

The author concludes that this kind of testing is more specific than that with culture 
materials. The positive reactions are probably not based on the action of bacterial toxins, but 
on more or less specific autoantigens or complex antigens as originally suggested by A. Whit- 
field (Brit. J. Dermat. 34:331, 1922). 

Butey, Champaign, Ill. 


DIFFERENCES IN TISSUE DAMAGE EFFECTED BY FRACTIONATED ROENTGEN IRRADIATION WITH 
INCREASING AND DECREASING SINGLE Doses. H. J. Herre and K. H. Nicorat, Hautarzt 
7:415-419 (Sept.) 1956. 


In the treatment of cutaneous carcinomas with fractionated doses of roentgen rays 
the question arises as to whether equal, increasing, or decreasing single doses are pref- 
erable in order to obtain an optimal carcinocidal effect with minimal damage to the 
surrounding normal tumor bed. 

To demonstrate the power of recovery of normal tissue under such conditions, the 
authors punched holes into rabbit ears previously irradiated with increasing and de- 
creasing patterns of fractionation and recorded the speed of healing of the defects. The 
experiments showed clearly that the technique using increasing doses was followed by 
a more rapid healing of the wound. This result would indicate that an increasing frac- 
tionation of the total dose is advisable in the radiation therapy of skin cancer, provided 
that the sensitivity of the tumor cells may be assumed to be constant with either tech- 
nique. 

The same experimental procedure was also used to study the rate of recovery when 
the rays were administered to an ischemic or a hyperemic field. 

Butey, Champaign, IIl. 


StupDIES ON GUANOFURACIN (5-NITROFURFURALAMINOGUANIDINE HYDROCHLORIDE) LEUKO- 
DERMA OF Eyetips. Part 2. Minoru YANADA. Jap. J. Dermat. 66:452-453 (Aug.) 1956. 


Leukoderma of the eyelids developed in 29 of 129 persons who used an eye lotion 
containing Guanofuracin. Leukoderma occurred after 1 to 180 days’ use of the eye 
lotion. The eyelashes were also depigmented. Repigmentation time varied from two 
months to three years and one month. 

Coincidental development of vitiligo on other parts of the body occurred in seven 
cases. 


Intracutaneous injection of an aqueous solution of Guanofuracin into normal skin 
of 23 cases of Guanofuracin leukoderma produced depigmentation in 16 cases; and in 3 
of 4 cases of leukoderma after dermatitis. None of 12 cases of vitiligo developed leuko- 
derma after the injection. It is postulated from this that.Guanofuracin leukoderma is 
related to postinflammatory leukoderma rather than to vitiligo. 

Sweat response to pilocarpine and acetylcholine was decreased or totally absent in 
guanofuracin leukoderma, whereas it was not in symmetrically normal skin, vitiligo, 
or postinflammatory leukoderma, although in the latter two there was a decrease but 
never a total suppression. 

No histological differences were noted in guanofuracin depigmented skin, but the 
Dopa reaction was negative in the depigmented areas and positive in neighboring skin. 

Further experiments on rabbits, fish, frog, and guinea pig skins cast no light on the 
mechanism involved. 


Bairstow, Waukegan, III. 
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Tur FATAL PosToPeRATIVE ERYTHRODERMA. TOSHIKAZU IMAI and Nosuo HYAKUTAKE, Jap. 

J. Dermat. 66:471 (Aug.) 1956. 

Seven cases of fatal erythroderma following operations in the gastrointestinal tract. 
The complication occurred suddenly 5 to 11 days postoperatively and was ushered in by 
a high fever. Death occurred in from 5 to 8 days in spite of supportive measures. 
Blood findings were leukopenia, neutropenia, and a decrease of bone-marrow cells. 
Severe functional disorders of the liver were noted. 

Penicillin was used routinely postoperatively, and the eruption mimicked a scarlatini- 
form exanthem. An allergic basis was presumed to be the reason for the eruption— 


more likely bacterial than drug. 
Bairstow, Waukegan, III. 


Tue HisTovocic PIcTuRE OF THE LIVER IN SOME DERMATOVENEREOLOGIC CONDITIONS (LIVER 
Biopsy Stuptes). G. C. ANnceta, and A. A. Apra, Nagoya M. J. 3:67-71 (July) 1955. 
Liver biopsies were performed on patients with psoriasis, Duhring’s disease, general- 

ized eczema, scleroderma, pellagroid erythema, lichen planus, and secondary syphilis. 
Only 6 cases out df the 25 studied showed a normal histologic picture. Steatosis was 

the most frequent alteration observed. The liver function tests were normal in many 
cases where nepatic damage was present histologically. 
No definite conclusions were reached as to whether the liver injury was primary or 
secondary or incidental to the skin diseases. 
Bairstow, Waukegan, IIl. 


MovEMENT oF RED CELLS AT THE BEGINNING OF SEDIMENTATION IN A TUBE WITH FREE 
Surrace. Minoru Masupa, Yokohama M. Bull. 6:271 (Oct.) 1955 (in French). 


The curve of red-cell sedimentation related to time should be linear, if sedimentation 
is at a uniform rate. Careful examination shows, however, that it is of a sigmoid form, 
or in other words, sedimentation is more retarded initially than would be expected from 
Stokes’ law. Moreover there are oscillations in the rapfdity of fall. This is caused by 
local currents in the tube produced by a loss of equilibrium between the plasma and 
the tube wall. 

Derses, New Orleans. 


CONCENTRATION OF Rep CELLS AND RApipity OF SEDIMENTATION. Hrrost NAKAMURA and 
Yoyr AMapA, Yokohama M. Bull. 6:289 (Oct.) 1955 (in French). 
A careful experimental and mathematic demonstration that the greater the concen- 
tration of beef red cells in a saline medium, the slower the rate of sedimentation. 
Derses, New Orleans. 


SEDIMENTATION OF SUSPENSOIDS IN INCLINED CONTAINERS. Htrost NAKAMURA, Yokohoma 

M. Bull. 6:309 (Oct.) 1955 (in French). 

In the suspension particles do not move independently of each other but as a mass. 
The degree of adhesion of the particles to the medium is proportional to the viscosity. 
The particles fall at an average velocity independent of the shape of the container. 
There are local currents and Brownian movements, the latter not of great significance, 
when the tube is inclined, The movement of the liquid is determined by hydrodynamic 
considerations: on the one hand, by the external force applied (in our case, it is the 
form and dimensions of the container), and, on the other hand, by the property of the 
fluid (density and viscosity). Sedimentation supposes the instability of the particles 
with regard to external forces. The size of the particles is decisive in sedimentation. 
Sedimentation, displacement of particles by Brownian movement, and the current of 
the suspension are independent of each other. 


Derses, New Orleans. 
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Books 


\/ The Practice of Psychosomatic Medicine as Illustrated in Allergy. By Hyman Miller, 
M.D., and Dorothy W. Baruch, Ph.D. Price, $5.00. Pp. 196. Blakiston Division, 
McGraw-Hill Book Company, Inc., 330 West 42nd St., New York 36, 1956. 


This book will be appreciated even by those—and there will be many—who will disagree 
with much of it, for the authors by using the case-method technique have written an in- 
teresting and readable book. The orientation is along the modern psychodynamic lines of 
formulation. 





The primary focus is on treatment. The most valuable concept here is that seemingly 
simple techniques of ventilation, such as a few words, may be accompanied by a wealth of 
meaningful material and result in a happier patient, particularly in the young. Such tech- 
niques as “People get angry sometimes” may provide the conduit by which anxiety-producing 
hostility is openly channelled to the benefit of the patient. The value of a play interview 
with the patient acting out in a controlled situation is apparently incalculable, according to 
the authors, in relieving simple tension. 


Though this technique is worth while in the simple acute situation, one wonders about 
the possibility of perhaps stirring a hornet’s nest of anxiety which may complicate an 
already complicated situation by the innocent triggering of charged material at the hands 
of someone inexperienced in dynamic techniques. A partial answer is provided by the ego- 
supporting nature of techniques recommended by the authors. 


A shortcoming to dermatologists are the rather pat formulations which prove unaccept- 
able to many. Such parallelisms as “the breaking out of the skin” and the “breaking out 
of barriers” of hostility are rather superficial and are equated to the “weeping skin,” which 
is given a dynamic context for which there is not a shred of evidence (“Skin weeps be- 
cause it is hurt”). This type of specious formulation tends to lessen much valuable psy- 
chiatric contribution. Another criticism is the use of generalizations about dynamic formula- 
tions which although probably true for the individual under discussion are not true for all 
patients with a similar illness; as shown in numerous treatises on psychocutaneous medicine 
by Seitz, Obermayer, and others. 


_ The rather hair-splitting eonsiderations given organic therapy form another basis of 
minor criticism. It would seem that a wise physician who “knows his patient” (usually the 
result of careful history and time spent sympathetically) would select medications with due 
“psychologic care.” 


The practical message which emerges apparently is that if you take enough time with 
the patient he will tell you what is wrong with him—if you can believe it. 


Die dusseren Heilmittel (The External Remedies) (1950-1955). By Hermann von 

Czetsch-Lindenwald and Friedrich Schmidt-La Baume. Price, DM 19.60. Pp. 149, with 

10 illustrations. Springer-Verlag, Reichpietschufer 20(1) Berlin W 35 (West-Berlin), 

1956. 

The numerous new agents which in recent years have been introduced into the field of 
external therapeutics lead the authors to write this supplementary monograph to the third 
edition of their previous work on “Ointments, Powders and Other Externa.” Going far 
beyond the pattern of a simple pharmacopoeia—as the title suggests—and taking into 
consideration the most recent advances in biochemistry, physiology, and pharmacology, the 
authors elaborate critically and in detail on vehicles as well as incorporated drugs. Among 
the patent preparations included, products from the German-language area are, of course, 
most predominantly mentioned, but also many American patent drugs are discussed. 





The booklet contains a wealth of information important and of interest not only to the 
oie dermatologist and the pharmacist, but also to members of other disciplines in which topical 
therapy may be used. 
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Fisio-patologia del complesso ungueale (Physiopathology of the Ungual Complex). By 
P. Sertoli. Price, 3500 lire. Pp. 339, with 143 illustrations. Edizioni Minerva Medica, 
Corso Bramante 83 (Casella postale 491) Torino 314, 1956. 

The nails have so much to show, and so little is known of the meaning of what is shown 
that a new treatise on the nails is welcome. The title stresses the concept of the nail not 
as a simple appendage but as a complex structure interrelated with physiopathologic pro- 
cesses of the body. It is easy to be carried away by over-enthusiasm for the interrelation- 
ships of nails and for symptoms the value of which is often difficult to prove; certain books 
which have more of fictional than of scientific value are apt to suffer from this fault. 

After an introduction by Mariani, the author devotes several chapters to the discussion 
of the comparative anatomy, the embryology, the anatomy, the clinical aspects, the general 
concepts of diagnosis and classification, and the hereditary disorders of nails. He treats 
of those disorders which are due to external physical agents, those which arise from outside 
infections, and those which are related to internal diseases and are considered as particularly 
symptomatic and as part of certain syndromes, both internal and cutaneous. A chapter is 
dedicated to ungual tumors, benign and malignant. Fifty pages are devoted to all possible 
varieties of mycotic infections and their therapy. Even tinea versicolor of the nails is 
mentioned, as in infestation of the nails by the acarus of scabies. 

In the discussion of stipling of the nail it seems that too little credit is given to psoriasis 
for this disorder. On Beau’s lines, it is said that they are important in legal medicine. This 
may be so, theoretically. No textbook of legal medicine discusses this detail. Nor, ap- 
parently, do the medical examiners bother to make a record of what may he seen on or 
around the nails. 


The bibliography is extensive and international. The illustrations which belong to cases 
which the author discusses are very clear and good. The work of Sertoli is a valuable and 
stimulating aid to the investigator in the field of onychology. 


Practical Pediatric Dermatology. By Morris Leider, M.D. Price, $10.50. Pp. 433, with 280 
photographs and 13 drawings. The C. V. Mosby Company, 3207 Washington Blvd., 

St. Louis 3, 1956. 

“Medical textbooks are years behind the times when they leave the press.” This is a 
commonly expressed opinion of many a teacher and often the painful experience of many 
a student. Whatever the merits of this truism, it has no application to Leider’s “Practical 
Pediatric Dermatology.” For in this book the author succeeded in combining a wealth of 
recent scientific basic data with the practical procedures of value in diagnosis and treatment 
of cutaneous diseases. This book is a great tribute to the inspiration and teachings of Dr. 
Marion Sulzberger, to whom the book is dedicated. “The voice is Jacob’s voice but the hands 
are the hands of Esau.” 

The book is written in a clear and sparkling style. It is literature replete with the uncom- 
mon rather than the common word. Hence, one encounters words like dichotomy, mammilla- 
tions, puericulture, quintessential (the fifth essence—considered by the alchemist to be 
alcohol—it may also mean extract of mediocrity), horripilation, etc.; and metaphors like 
“from nursery to jail” (cradle to grave) “and thereby hangs another tale,” etc. 

This book is written mainly for the general practitioner and the pediatrician, though much 
information of value even to the expert dermatologist is given. 

The author and the publisher are to be congratulated on the splendid manner in which 
this book is presented. The black-and-white photographs, the annotated formulary, the glos- 
sary have but one aim—to simplify the management of children with cutaneous diseases. 
In this the author has succeeded. Everyone who treats children should have this book 
readily available. 
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(Solenopsis Saevissima) 


Skin Responses to the Sting of the Imported Fire Ant 


' DERMATOLOGY 





MARCUS R. CARO, M.D.; VINCENT J. DERBES, M.D., Chicago, and RODNEY JUNG, M.D., Ph.D., New 


Orleans 


Many hymenopterans attack humans, but 
few with the aggressive viciousness of the 
imported fire ant, Solenopsis saevissima var. 
richteri. These annoying and destructive 
pests are believed by the Entomology Re- 
search Branch of the U. S. Department of 
Agriculture! to have slipped unnoticed into 
this country, probably as cargo stowaways 
from a South American port. Their sim- 
ilarity to native fire ants caused them to be 
overlooked for some years, but they were 
recognized in 1930 as a separate species. 
Government entomologists attribute their 
rapid spread to other parts of the South 
to flying and crawling, drifting downstream 
in logs, traveling aboard cars, trucks, trains, 
and airplanes, and to being transported in 
nursery stock. Today they are scattered 
over at least 10 southern states, as _ illus- 
trated on the map (Fig. 1). The fire ant 
causes destruction to crops and, according 
to Travis,? as many as 15% of quail nests 
may be destroyed. This damage occurs dur- 
ing the hatching period, when the ants enter 
the pipped shells and consume the chicks 
before they escape from the egg shells. The 
dermatologic features of fire-ant stings, 
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which are of interest to us, have thus far 
received scant attention in medical litera- 
ture. 


Biology of the Ant 


The biology of the ant has been studied 
chiefly by H. B. Green, and the material 
which follows has been taken from his 
paper. The degree of infestation correlates 
directly with land use, and there are few 
colonies in forests of Johnson grass mead- 
ows. The heaviest concentration is in pas- 
tures of paspalum, Bermuda grass, or 
clover. They are rather heavy in row crop 
lands: cotton, corn, or sorghum. Houses are 
at times infested, and here the ants eat 
meat, butter, cheese, and nuts. Occasionally 
these ants gnaw holes through clothing. 
They damage land by building large 
mounds, reinforced and camouflaged by the 
grass growing in them. This is detrimental 
to farm machinery, especially mowing ma- 
chines and combines. 

The mounds vary in size, up to 3 ft. in 
diameter and height, but most are 18 in. 
Population pressures limit large colonies to 
30-40 ft. spacings. The ants may change 
the location of the colony often. One colony 
was observed by Green to be changed three 
times in 24 hours. Every colony may 
change location in a single day. There are 
usually five or six tunnels radiating from 
each mound at a depth of % in., and the 
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Fig. 1—Map showing the areas infested by the fire ant (Pamphlet E-867, Agricultural 
Research Service, U. S. Department of Agriculture). 


tunnels may be 80 ft. long with numerous and white. In 8 to 12 days the eggs hatch 
branches. into larvae and remain in the pupal stage a 

Ordinarily very few ants are seen on the further 6 to 12 days. An average size 
surface of the ground. Five types of adults mound contains about 25,000 workers and 
only a few winged forms. The workers 
range from % to % in. in length. 

The first eggs are laid in March and give 
rise only to alate males and females. Sev- 
eral weeks after the sexual brood is started. 
all colonies begin producing workers. All 
brood production stops with the approach 
of winter. Green observed large flights of 
both sexes of the alate form on sunny days 
in the early part of summer. 


are seen in most large colonies: alate males 
and females, dealated females, and major 
and minor workers. In the areas studied 
by Green two color phases were seen. The 
commonest was dark brown, almost black, 
with honey-colored band across the mid- 
dorsal portion of the abdomen of females 
and larger workers. At times a few colonies 
had a reddish-tan color. In the New Or- 
leans area the ants may be more nearly red 
and they bear the name “red ants.” Green 
saw no colonies with both colored ants. 
About two years are required for the col- In order to follow the clinical course of 
onies to reach maturity, i. e., largest size. the sting more closely, volunteers allowed 
The first eggs are laid in clusters of 10 to themselves to be stung by freshly collected 
15. Later the queen increases her output ants. The ant first fixates itself with the 
to clusters of 75 to 125, laying hundreds of mandibles, pulling on the skin, pinching it, 
eggs in all. The eggs are smooth, shiny, and raising it slightly, and causing a defi- 
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Stinging Apparatus of Fire Ant 


_ Fig. 2—Enlargement of stinging apparatus of fire ant (Solenopsis saevissima, var. 
richteri) ; reduced slightly from original drawing. 


nite sensation of pain before the sting is 
inserted. The ant then arches its back at the 
peduncle and inserts the stinger (Figs. 2 
and 3). It maintains this position for many 
seconds, usually 20 or 25. It may then re- 
move the stinger and, using the head as a 
pivot, rotate and reinsert the stinger in two 
or three additional sites. This clustering of 


_ Fig. 3—Enlargement of portion of lancet show- 
in valve; reduced slightly from original drawing. 
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Stinging Apparatus of Fire Ant 


Caro et al. 


stings is useful in diagnosis. At times two 
minute bright red hemorrhagic puncta may 
be seen at the site of entry of the mandibles. 
Aside from the customary pigmentary 
changes of extravasated blood, nothing fur- 
ther develops at these spots. The sequence 
is different, however, at the site of the sting. 
There is an almost immediate flare, which 
measures 25 to 50 mm. Within a minute a 
wheal appears and grows to 2, 3, or even 
10 mm. in diameter. This persists for about 
one hour regardless of local therapy. Small 
prominences may be seen at the site of 
stings one and one-half to two hours later. 
Within four hours it is evident that these 
elevations consist of quite superficial ves- 
icles containing thin, clear, fluid. The ves- 
icles lose this fluid by rupture or drying, 
producing depressed centers. Eight to ten 
hours later cloudy fluid is noted at the 
puncture areas, and this soon becomes 
purulent. After 24 hours the sting sites are 
slightly umbilicated pustules, surrounded by 
a narrow red halo in some instances, while 
in others there is a large red edematous 
painful area. In one subject, who had been 
stung three times within an area of 1 sq. 
cm. by one ant, there was a large red zone, 
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11X7 cm. It was edematous, firm, and 
painful, and the pustules themselves were 
pruritic. Such large uncomfortable areas 
are often seen clinically, for multiple stings 
are the rule. The pustule remains 3 to 10 
days, and then rupture occurs with crust 
formation. 

On the lower extremities particularly, 
pigmented macules persist for days or weeks 
and scar formation is common. Here, too, 
one may see residual fibrotic nodules of 2 
or 3 mm. diameter, especially in older per- 
sons, of the type that has been described 
under the designations dermatofibroma or 
histiocytoma cutis. Frequently at the sites 
of ant stings, particularly on the lower ex- 
tremities, patients tend to develop patches 
of infectious eczematoid dermatitis, which 
may be persistent. 

Numerous cultures of the pustules pro- 
duced by the experimental stings, with one 
exception, gave negative results. On one 
occasion nonhkemolytic staphylococci were 
grown, but organisms were not seen in 
tissue removed for biopsy. 


ti 2 pa iy ce 


Fig. 4.—Section from an ant sting at six 
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Histopathology 


Biopsy specimens were removed 6 min- 
utes, 30 minutes, 24 hours, and 72 hours 
after the volunteers were stung by the ants. 
In a section of a specimen removed from 
the site of a sting at six minutes (Fig. 4) 
the epidermis showed no pathologic changes. 
There was edema in the upper corium, and 
there were narrow mantles of lymphocytes 
and histiocytes about the superficial capil- 
laries. 

At 30 minutes (Fig. 5) the section 
showed considerable edema throughout the 
epidermis, mostly of the intracellular type. 
The basal layer was intact but it was mark- 
edly edematous. The superficial blood ves- 
sels were dilated and were surrounded by 
a slight infiltrate of lymphocytes, histio- 
cytes, and plasma cells. In the upper corium 
there were several irregularly shaped but 
well outlined masses of early necrosis in 
which the connective tissue fibers were 
amorphous and were stained poorly. 
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minutes, showing slight infiltrate about the 


supertcial blood vessels; hematoxylin-eosin, reduced about 4% trom mag. X 150. 
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Fig. 5—Section from an ant sting at 30 minutes, showing intracellular edema in the 


epidermis, vascular dilatation, and areas of early necrosis in the corium; hematoxylin-eosin, 


reduced about % from mag. X 150 


At 24 hours (Fig. 6) the lesion was a 
superficial pustule. The roof was thin and 
it was composed of a thin horny layer and 
a layer of a few epidermal cells. The sides 
of the pustule were rounded and distinctly 
demarcated from the adjoining epidermis, 
while the contents included many necrotic 
polymorphonuclear leukocytes and lympho- 
cytes. The floor consisted of densely packed 
necrotic connective tissue, beneath which 
there lay a diffuse infiltrate of polymorpho- 
nuclear leukocytes, lymphocytes, and cells 
with small pyknotic nuclei, which permeated 
the poorly stained connective tissue and also 
surrounded the blood vessels. 

At 72 hours (Fig. 7) the pustule was 
still intact, but the roof was very thin. The 
pustule at this time contained many eosino- 
philic leukocytes and plasma cells in addi- 
tion to the cells noted above. The floor of 
the pustule consisted of an edematous epi- 
dermis everywhere except at the center. In 
this central area the epidermal floor was 
completely absent and the cellular infiltrate 
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broke through to extend profusely into the 
underlying necrotic connective tissue. Man- 
tles of cellular infiltrate also extended lat- 
erally and more deeply about the dilated 
blood vessels and about the nearby sweat 
glands. 


These histopathologic changes are not of 
the type generally seen following other 
insect stings or bites. The inflammatory 
reaction is much severer; the consistent for- 
mation of a pustule is a differentiating 
feature, and the necrosis is of a degree that 
often leads to the production of a scar. 


Report of Cases 


A 37-year-old white physician, while working 
in his yard, inadvertently stepped into a red-ant 
nest. He felt the ants crawling up his legs and 
went at once to his shower to remove them, but 
was stung 20 to 25 times. Aside from the local 
irritation there was no further difficulty for about 
30 minutes. Increasingly severe pruritus devel- 
oped, and widespread urticarial wheals appeared. 
His face became suffused, and angioneurotic edema 
of the eyes and lips became manifest. Precordial 
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Fig. 6.—Section from an ant sting at 24 hours, showing superficial pustule and necrosis 
at the base; hematoxylin-eosin, > 60. ‘ 
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Fig. 7—Section from an ant sting at 72 hours, showing pustule with defect in the floor, 
necrosis at the base, and the dense cellular infiltrate in the corium; hematoxylin-eosin, 
reduced about % from mag. X 40. 
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distress extended up the sternum as far as the 
larynx. Apprehension was notable. He took a 
50 mg. tripelennamine (Pyribenzamine) _ tablet, 
and his wife, also a physician, administered 0.2 cc. 
of 1:1000 epinephrine. There was prompt relief 
of the anginoid pain and of the apprehension. 
When he was seen by one of us (V. J.D.) about 
two hours after the onset and one hour after 
medication, the angioneurotic edema had disap- 
peared. There remained an extremely widespread 
urticaria, which involved almost the entire body 
surface except the face and scalp. The face was 
quite ruddy. At the sites of the ant stings there 
were fiery puncta. There was now added the 
symptom of nausea and this continued for several 
hours, during which the urticaria improved. No 
further medication was taken until about 10 hours 
later. At this time symptoms of laryngeal edema 
required epinephrine, which was supplemented by 
ephedrine. By the following morning all of the 
disturbing signs and symptoms had disappeared 
permanently. At the site of each sting there was 
present a 2 to 3 mm. pustule, and the patient said 
he felt as though he had had mich too much to 
drink the day before. 

A 64-year-old white housewife stood on an ant 
nest while working in the garden. About 20 to 
30 stings about the feet and ankles were inflicted 
before the ants could be brushed off. About 15 
minutes after the stings were inflicted she ex- 
perienced palpitation, dyspnea, and a tingling sen- 
sation over her entire body. Within 10 minutes 
more an oppressive pain in the midchest was felt. 
She was put to bed and given 100 mg. of tripelen- 
namine orally. During the subsequent hour her 
dyspnea and tingling sensation subsided, but the 
chest pain remained. She was given 1/150 grain 
(0.4 mg.) sublingual glyceryl trinitrate (nitro- 
glycerin) without immediate effect. On examina- 
tion at this time she was found to be very 
apprehensive. Pulse was regular and slow; the 
lungs were clear, and the heart sounds were nor- 
mal. The pain subsided about one hour and forty- 
five minutes after the stings were inflicted. The 
patient was hospitalized, and ECG’s for two days 
were. normal. On the second day pustules were 
present on the feet and ankles at the sites of the 
stings. 

Dr. Richard H. Linn has contributed the 
following case report. While playing with 
his son in the yard, the patient was stung 
by not more than 10 ants. These produced 
an intense itching, and he went into the 
house. Within a matter of a few minutes 
he noted “large white blotches” which were 
surrounded by reddened areas. These ap- 
peared on his trunk, particularly in the lum- 
bar and abdominal areas, and then spread to 
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other parts of his body. They itched in- 
tensely. 

About this time he noted that it was 
becoming hard to breathe and that he was 
sweating profusely and was very pale. His 
wife called a local physician, who advised 
her to bring him to the office immediately. 
By this time the patient was semiconscious ; 
he has no recollection of being helped into 
the car or of going to the physician’s office. 
He has a vague recollection of being in the 
office and of hearing the physician say that 
he was in shock (his blood pressure was 
said to be “60’). He received an injection 
of some drug and was sent to the U. S. 
Public Health Service Hospital, New Or- 
leans. Upon arrival he was found to be 
cyanotic and to have a blood pressure of 
90/60 but no other abnormal findings. He 
was treated with diphenhydramine (Bena- 
dryl) and the next day had no cyanosis and 
his pressure was 120/80. He was given 
diphenhydramine to take with him in case 
he was stung again, and discharged. When 
seen three days later he had no residuals 
except for a typical pustule at the site of a 
sting on one of his hands. 

It is of interest that he recounted that 
he had been stung by ants many times in 
the past with no reaction other than a little 
local discomfort; he recalled one occasion 
about three or four weeks prior to the onset 
of the present episode in which he was stung 
many times (“they were crawling all over 
me’’). 


Treatment Studies 


In order to study the effect of local agents, 
ants were placed on the arms of volunteers and 
allowed to sting symmetrical sites. On July 13 
three stings were inflicted on each forearm of 
N. Fludrocortisone (Florinef) lotion was imme- 
diately applied to the left forearm puncta. This 
solution was applied three times daily thereafter 
to these stings; the stings on the opposite fore- 
arm were used as controls. On July 14 lesions on 
both arms were in the identical pustule stage. 
Smears and cultures were made from one pustule 
on either arm. No organisms were found. On 
July 17 the pustules had flattened; the tops had 
desiccated, and no differences were seen in the 
two forearms. On July 24 the lesions were crusted 
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bilaterally. On July 27 eschars were still present 
on both sides but they were more prominent on 
the site of fludrocortisone application. Thus, stage 
by stage, there was no improvement in the evolu- 
tion of the lesions treated with fludrocortisone, 
and perhaps a worsening, as compared with con- 
trol lesions. 

Although the lesions were repeatedly sterile on 
cultures made by us and by Dr. David Bradley 
independently, it was decided to try Neosporin (an 
antibiotic ointment consisting of polymyxin B, 
bacitracin, and neomycin) locally. On July 20 R. 
received four stings on each arm and puncta were 
present immediately. Neosporin was applied to the 
left arm within 15 minutes and several times 
daily thereafter. On July 21 all lesions were 
pustular. On July 22 the pustules ruptured, leav- 
ing fiery red ulcers with yellowish centers. On 
July 24 there were identical red ulcers on either 
arm. The subsequent course of the lesions was 
not modified. 

It seems clear that the local lesions are pro- 
duced by necrotizing material. Nevertheless the 
possible local beneficial effect of antihistaminic 
ointments was explored. Five stings were received 
in each forearm by subject E. on July 21. Anti- 
histaminic ointment was applied immediately to 
one forearm and several times daily thereafter. 
No differences in the treated and control sites 
were observed. Thus antibiotic, antihistaminic, 
and fluorinated hydrocortisone therapy were 
equally ineffective topically. Antihistaminic medi- 
cation was valueless also when taken orally. 


Comment 


Reactions to the stings of the fire ant are 
of two types: local and systemic. The local 
changes (immediate punctum, wheal and 
flare, sterile pustule) suggest strongly that 
a powerful necrotizing toxin of unknown 
nature is responsible. It is unlikely that 
this is formic acid, because of the intense 
inflammatory response to minute quantities 
of injecta. It will be recalled that one small 
ant is capable of several stings, all of which 
will eventuate similarly. There is a sub- 
stantial literature on another hymenopteran, 
the honey bee (Apis mellifera). The re- 
sponse to intradermal, subcutaneous, and 
intravenous injections of the venom of the 
honey bee is strikingly like that of the 
rattlesnakes (Crotalus horridus, Crotalus 
atrox, etc.) and of the cobra (Essex ‘*). 
Bee venom and cobra venom cause a long- 
lasting output of epinephrine when injected 
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into the celiac artery of cats after eviscera- 
tion. This finding was thought to be due to 
the formation of lysolecithin in the adrenals. 
Lysolecithin . caused a similar output of 
epinephrine. After repeated large doses of 
venom or lysolecithin, the medullary cells 
became irresponsive to further stimulation. 


.Bee venom and ergotamine abolished the 


inhibiting action of epinephrine and certain 
other agents on the isolated perfused intes- 
tine. The pathologic effects of acute and 
chronic bee-venom poisoning in mice have 
been reported. The outstanding macroscop- 
ic finding at necropsy was gross hyperemia 
of the lungs, the spleen, the liver, and the 
kidneys. Microscopically the principal find- 
ing was an inflammatory reaction of various 
organs characterized by perivascular infil- 
tration. Clearly, there must be important 
differences between bee and fire-ant venoms. 
A notable point of difference is the absence 
of pustule formation following bee stings. 

Systemic reactions after ant stings are 
febrile and allergic. The fever is seldom 
impressive and 24- to 48-hour elevations of 
one or two degrees Fahrenheit are custom- 
ary. The allergic reactions are first mani- 
fested by increasing local response to ant 
stings, i. e., larger and larger areas of local 
edema, erythema, and discomfort. The pus- 
tular elements do not similarly increase in 
size, suggesting once more that allergy plays 
no role in the production of the pustule. 
Our physician patient developed generalized 
urticaria and bronchial asthma shortly after 
being stung. This type of reaction to the 
ant sting must be relatively uncommon, at 
least at present, although extremely frequent 
after bee stings. Darribere® has described 
allergic reactions from the Pheidole, an- 
other “red” ant. He observes that the sting 
is but slightly painful and but little pruritic 
and may pass unperceived. After a few 
seconds, exceptionally after five minutes, the 
victim suddenly feels a burning sensation 
of generalized heat, quite intense in the 
palms and soles, eyes, and genitalia. There 
are often apprehension, nausea, and throb- 
bing in the temples. The victim acquires a 
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grotesque aspect due to an intense edema 
which transforms the physiognomy in a 
short time. The edema is especially notable 
at the lips and eyelids, and there may be 
obliteration of the palpebral fissure, caus- 
ing the patient great pain to keep his eyes 
open. Generalized large urticarial wheals 
and plaques are seen. The tongue may also 
be greatly edematous, even protruding from 
the mouth. There are abundant salivation and 
conjunctival engorgement sirnilar to that of 
measles. In a few cases there have been 
dysphagia and dyspnea which are accom- 
panied by a moderate anxiety. On ausculta- 
tion bronchial asthmatic rales are heard, 
and, aside from the abruptness of onset, the 
condition is identical with bronchial asthma. 
Slight fever is frequent. The symptoms 
reach their apogee in 10 minutes, persist 
a variable time (four to six hours usually), 
and there is a return to normal little by 
little, but the edema may persist for several 
days. 

We have recently seen an abandoned child 
who died after being severely chewed by 
ants. Because the infant was exposed to 
the elements and without food possibly for 
18 hours it cannot be stated that the ant 
bites (sic) and stings were responsible for 
the death. 


In another case the letter received by 
Dr. Ralph Bowen ® leaves little doubt in the 
reader’s mind and it is reproduced herewith: 


Yes, doctor, Sonny had been bitten before by 
ants several times. About 15 minutes until 5 
Sonny came in and asked for the fly spray to 
spray the ants with, and I watched him spray the 
ants and then made him bring the spray in. He 
laid the spray down in front of the door and 
began saying, “Ants, Mommy, ants.” He didn’t 
cry; he was just kinda whimpering, and I picked 
him up to see if he had them on him, I couldn’t find 
but three bites on his left foot. When I picked him 
up, I noticed he wasn’t right, and so white, and I 
grabbed a wet rag and sent my little girl after 
a neighbor; but, doctor, by the time I got to the 
front room he was in a complete coma. We 
worked for about 30 minutes and several times 
we thought he was gone, but the doctor got there 
about a quarter of six and gave him a heart shot 
and we could lay him down then without working 
with him. We carried him then to the hospital 
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after the doctor saw he was not going to regain 
consciousness, and he lived 29 hours after he was 
bitten. That happened about 5:15 Sunday after- 
noon, and he lived until Monday night at 10:10. 
Yes, doctor, about 10:00 Sunday Sonny’s face and 
throat began to swell and I guess if we had not 
put him under oxygen he would never have lived 
as long as he did. He never regained conscious- 
ness. 


Deaths following bee stings have been 
reported repeatedly. A recent paper by 
Schenken, Tamisiea, and Winter? describes 
such a fatal case. A 21-year-old white man 
had been stung at 18 years by a bee, with 
immediate gastrointestinal cramps, nausea, 
and vomiting and diarrhea of four days’ 
duration. At 20 years he was again stung 
by a bee and became violently ill, with sim- 
ilar symptoms. At 21 years he was stung 
one final time, developed nausea without 
vomiting, weakness, coldness, and severe 
abdominal carmps. Froth collected at his 
mouth, and breath came in gasps. He died 
promptly with terminal convulsions. Au- 
topsy findings included laryngeal edema 
with obstruction, acute pulmonary emphy- 
sema, and acute pulmonary and cerebral 
edema. Other patients brought to necropsy 
were reported by Delpech,® Schmidt,® How- 
ard,’ Wegelin,'!? and Kelly (cited by 
Schenken, Tamisiea, and Winter). 

Systemic allergic responses to bees and 
wasps have been successfully managed many 
times by desensitization, following the pio- 
neer work of Benson and Semenov.!* The 
whole insect may be used for this purpose, 
as it is by no means essential to employ the 
venom alone. Prince and Secrest !* used 
whole-bee extract to desensitize patients 
allergic to bees, wasps, and ants, with bene- 
ficial results. 

In the sting of the fire ant the changes 
produced in thé skin are necrotic, and it is 
not likely that these could be prevented by 
attempts at desensitization. 


Summary and Conclusions 


The fire ant (Solenopsis Saevissima), 
which was recently imported into the United 
States, is spreading rapidly over the South- 
ern states. It is a destructive pest and it 
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attacks humans with an aggressive vicious- 
ness to produce severe reactions both locally 
and systemically. 

In order to study the development of the 
cutaneous lesions, volunteers permitted 
themselves to be stung by these ants. Biopsy 
specimens were removed from the sites of 
the stings at 6 minutes, 30 minutes, 24 
hours, and 72 hours after the insertion of 
the stinger and were studied histopatho- 
logically. The features that were peculiar to 
the sting of the fire ant were the early 
appearance of intracellular edema in the 
epidermis, the early necrosis in the upper 
corium, the constant development of a pus- 
tule at the site of the sting, and the great 
degree and depth of necrosis beneath the 
pustule. 

The development of the lesions was not 
altered by the topical application of fludro- 
cortisone lotion, antibiotic ointment, or anti- 
histaminic ointment. 

25 E. Washington St. 


ABSTRACT OF DISCUSSION 


Dr. Lestre M. Situ, El Paso, Texas: Al- 
though I have been familiar with various fire ants 
ai. my life, I have had no experience with the 
sting of this recently imported variety. 

Dr. Caro and his collaborators have given us a 
clear clinical picture of the response to the sting 
of Solenopsis saevissima, the tropical fire ant 
which has invaded the South, along with the 
histopathology, course, and systemic symptoms 
which may be encountered. His map shows small 
scattered geographic areas where this ant has 
been recognized, but one may be sure that it will 
not remain confined to these foci, but will spread 
to other parts of the South where it thrives, and 
gradually other parts of the country where the 
climate is sufficiently mild for it to live and 
propagate. 

We all see lesions which we can identify as 
insect bites, but in which we are not able to 
determine the identity of the insect. With this 
characteristic picture of the lesion produced by 
the imported fire ant in mind, we shall undoubtedly 
observe more cases of stings due to this insect in 
different parts of the country. 

Various types of fire ants are comraon through- 
out the South and in other mild climates, and their 
stings are a common occurrence among children 
in particular. I have never, however, seen a 


reaction of the severity reported by Dr. Caro. 
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I have been unable to find an ant of the descrip- 
tion of Solenopsis saevissima in the upper Rio 
Grande valley, where I live, and I find no record 
of its presence in that area in the bulletins of the 
Department of Agriculture. I feel sure, however, 
that with the extensive transportation of fruit 
and other agricultural products, we may expect to 
see damage to crops and skin lesions produced by 
this ant anywhere in the southern portion of the 
United States. It will not be limited to the areas 
depicted on the map. 

Owing to the growing use of the Pan-American 
Highway from Central America up to the border, 
there will surely be invasions of other insects from 
the tropics, some of which may produce severe 
local and systemic reactions, and some may bring 
in diseases of which they are vectors. To name 
one possible invader, a variety of Simulium fly 
of Central America and Southern Mexico trans- 
mits onchocerciasis. In this country there is a 
close relative of this fly, the Buifalo gnat, which 
might conceivably become infected with the dis- 
ease through contact with its Central American 
relatives, imported by truck or other means of 
transportation of fruit up toward the border. 

I should like to make a few remarks which 
concern, not the fire ant in particular, but insect 
stings and bites in general. We may expect to 
see not only the local reaction, but at times ex- 
tensive, and even dangerous allergic or toxic 
reactions. Urticaria, angioneurotic edema, lichen 
urticatus, and prurigo mitis are well-known 
sequelae. Erythema chronicum migrans and 
localized lymphocytoma have been observed fol- 
lowing tick bites, and meningitis occurred in one 
of such cases reported. The subsequent develop- 
ment of dermatofibroma or histiocytoma has been 
observed at the site of insect bites. 

Since the systemic reactions occasionally seen 
following insect stings are usually allergic in 
nature, it ‘is a good idea to give a large dose of 
an antihistaminic drug parenterally as soon as it 
is known that an ant or bee has stung a suscep- 
tible person, or if the local reaction is severer 
than the average. The systemic reaction might 
be prevented, or at least mitigated, although, pre- 
sumably, it would have no effect on the local lesion 
produced by the fire ant since this is not an al- 
lergic reaction but a reaction to injection of an 
irritant. 

According to the U. S. Department of Agri- 
culture. the best insecticides for the control of the 
imported fire ant are chlordane, aldrin, and diel- 
drin. These are irritant locally, and poisonous to 
inhale, and, consequently, they must be handled 
with care when in concentrated form. 

Such a thorough study of the reactions to the 
sting of a noxious insect as Dr. Caro and his 
collaborators have given us, and such as Walsh 
and Shields presented before the Texas Medical 
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Association on the sting of the “kissing bug,” de- 
serve commendation. It has been a privilege to 
read, and to open the discussion of, this fine 
paper. 

Dr. C. Barrett Kennepy, New Orleans: I 
should like to attest to the potency of the sting. 
A neighbor of mine had just two stings on the 
arm, and, within 30 minutes, developed a terrific 
case of hives, with giant urticaria and swelling 
of his tongue and lips. He came to my house 
immediately. I gave him what was left of a 
bottle of elixir of diphenhydramine (Benadryl), 
approximately 100 mg. He went home, apparently 
perfectly well, and felt fine for about three hours. 
About midnight, he called me again. He was hav- 
ing difficulty in breathing, his hives had returned, 
he had severe pain in his back and down his legs, 
and he was in a great deal of distress, emotionally 
as well as physically. 


We had to put him in the hospital. As we had 
only the injectable forms of cortisone at that 
time, we gave him cortisone intramuscularly that 
night and the next day, and he had no more 
trouble. 


We also had some other unfortunate experiences 
with multiple stings. Dr. Caro showed you the 
patient who had been asleep on an ant hill, with 
a tremendous number of lesions on the legs. I 
saw her. It was hard to tell whether she was 
suffering more from her hangover or the ant 
stings, but she certainly had a tremendous number 
of lesions. 


Another strange incident was that in which a 
husband and wife were involved in an automobile 
accident. The wife was pinned between the auto- 
mobile and a stop sign. Just under the stop sign 
was an ant hill. During the half hour that was 
spent in getting help and releasing her, every inch 
of her body was covered with stings. Fortunately, 
she was unconscious, but the husband, in beating 
off the ants, had stings from his waist to the top 
of his head, and all around his ankles and lower 
legs. He felt extremely ill from them. He 
couldn’t eat, and was restless and nervous, and, 
of course, the accident and his wife’s condition 
made matters worse. 


Then, we had one other case in which a mother 
delivered her own unwanted child. She immediately 
placed it in an open sewer and left it there. 
Approximately 12 hours later. somebody heard 
the cries. When discovered, the infant, entirely 
naked as it was, had stings over its entire body. 
The coroner’s opinion was that the stings were 
at least a contributing factor in the death of the 
child, if not the primary cause. 


We also used chlordane, which Dr. Smith men- 
tioned. We have so many cases of ant-sting 
dermatitis, that almost everyone is aware of the 
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value of this chemical in destroying ant colonies. 
It is a powder which must be dissolved in water 
and sprayed or poured on the ant hill. We have 
found that it is wise to guard against repeated or 
careless exposure to this chemical, since it has 
been shown to be a skin sensitizer. 


Dr. Donatp M. Pirtssury, Philadelphia: Some- 
body has said, I have forgotten who, that the 
most important wars are fought not between 
nations but between men and insects. Man has, 
presumably, an enormous technological superiority, 
but, maybe, the insects will win finally. It is a 
rather sobering thought. 

I was recently in Liberia and was greatly im- 
pressed with the insect life there. I think this 
presentation is an example of a problem which 
we may be facing increasingly, as Dr. Smith has 
pointed out, namely, with increasing communication 
by road, by plane, etc., increasing numbers of these 
pests will be imported. Many of them are quite 
adaptable, both geographically and climatologically, 
and may survive, as the fire ant has done. 

There is one question I should like to ask Dr. 
Caro, i.e., whether or not fire ants are related 
to soldier ants. I had an opportunity to see a 
parade of the latter. They march relentlessly in 
columns, sometimes for miles, and, if they come 
to a house, do not go around it but right through 
it, by one means or another. Although I am not 
sure, they apparently produce a toxic sting reaction 
somewhat similar to the one caused by the fire ant. 
They are scrupulously avoided by the local- popu- 
lation. They may produce rather severe general 
toxic reactions, with multiple bites. 

Dr. JAMes L. Prexin, San Antonio, Texas: 
To date, we have not seen such lesions in our 
locale, due to the fire ant, but I should like to ask © 
whether the suction treatment, using the ordinary 
“snake-bite suction kit,” method of treatment, has 
been used on these stings. I realize that such 
treatment would not be satisfactory in the instance 
cited by Dr. Kennedy, where you have a great 
number of lesions; but that is the exception, 
rather than the rule. 

We have had very gratifying results over the 
last three years with the suction treatment of 
stings due to the large red ant, which may be 
kindred to this ant. Equally good results have 
been obtained by the suction treatment of wasp, 
bee, and scorpion stings, and I might mention, 
incidentally, that it is not necessary to incise the 
site, as is commonly practiced when dealing with 
snake bites. 

In the case of the red-ant sting, even in the 
highly allergic patient, reactions have been 
avoided if the suction treatment is used immedi- 
ately. 

Can this necrotizing material or necrotizing 
poisoning be aspirated by the suction treatment? 
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Dr. Watter C. Lospitz Jr., Hanover, N. H.: 
I was very much interested in the picture of the 
first, immediate wheal reaction to the bite. In 
addition to the wheal and the axon reflex flare, 
that particular photograph showed a_ pilomotor 
response (that is, goose pimples). Histamine 
won't do this, but nicotine will, and acetylcholine 
will, or any other cholinergic type of stimulus. 
It might well be that the immediate wheal reac- 
tion is mediated by one of these mechanisms 
rather than by the histamine mechanism, and, as 
such, one would not expect the antihistamines to 
be of value. For the later reaction, of course, 
you could not blame the acetylcholine or nicotine. 

Dr. Harry L. Arnotp Jr., Honolulu: We have 
most of these problems in Hawaii, but they seem 
to be milder there. We have quite a mixture of 
races, but they get along very amicably. We have 
a snake, but only one kind, about 4 inches long, 
which lives underground and has no teeth. We 
also have the fire ant, but we don’t even call it 
the fire ant. It is a much milder “critter,” ap- 
parently, than the one Dr. Caro has told us about 
so clearly and so helpfully. We call it the red 
ant. It is a Solenopsis, belonging to the same 
genus, but not the “most savage” Solenopsis, like 
his. It is Solenopsis geminata rufa, the “twinned 
red” ant. It makes nests exactly like the nests 
that Dr. Caro’s pictures showed, that is, the piles 
of loose sand a foot or so in diameter, mostly 
above lawns and in open places in the country. 

The ants have the same savage disposition. They 
swarm all over anyone who steps on the nest and 
will bite profusely, up to the knees or so, before 
you realize what is happening and start to brush 
them off. I have never encountered in my practice 
‘any cases of hives or any other systemic reaction 
following these bites, but they do burn and sting 
so severely that patients will remember it for 
months and even years afterward and will not fre- 
quently date the onset of this or that dermatosis 
by the time when they got stung by the red ants. 

The method of handling or controlling these 
ants, when it is necessary to control them, was 
mentioned. Our entomologist in Hawaii says that 
heptachlor is preferable to chlordane for this pur- 
pose. I believe, however, that it is very similar 
chemically. 

Dr. Louris H. Winer, Beverly Hills, Calif.: In 
tick sticks we also observed changes in the col- 
lagen very much like those shown as occurring 30 
minutes after the ant sting. In tick sticks we saw 
massive infiltration of lymphocytes. These sec- 
tions showed no such lymphocytic infiltration. In 
the tick sticks on serial sections and staining with 
Mallory trichrome stain we could show the lym- 
phocytes are deposited where the insect has broken 
off his chitinous proboscis. The fire-ant stings 


experimentally. produced did not show foreign- 
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body reaction or the lymphocytic infiltrate. Tick 
sticks are usually followed by subepidermal fibrosis 
due possibly to the lymphocytic infiltrate since 
the lymphocyte is the precursor of the fibroblast. 

Were any of these fire-ant stings followed by 
subepidermal fibrosis? 

Dr. Crinton W. Lane, St. Louis: In connec- 
tion with Dr. Pillsbury’s statement about man at 
war with insects and animals, I wish to relate a 
very interesting and somewhat amusing clinical 
experience which bears on this paper, this excel- 
lent paper of Dr. Caro’s. 

Some four months ago a 50-year-old white 
dentist consulted me on the day after a trip to 
his Missouri farm. Extending outward from his 
umbilicus was a wheal which measured 18 in. in 
each direction. Examination of the umbilicus was 
impossible because of intense soreness and swell- 
ing. With antibiotic ointment, he improved con- 
siderably in four days. 

He returned in a week with the process com- 
pletely cleared. The umbilicus could be examined 
at that time, and, nestling there, at peace with 
the world, was an engorged dead wood tick. 

Dr. Leon GOLDMAN, Cincinnati: I, too, have 
never seen such severe reactions as this, and this 
report, perhaps, will give credence to the note that 
Dr. Bowen of Texas wrote me about the death 
of a child Supposed to be due to bites of ants. We 
thought at the time it was a little farfetched. 

I was with Dr. Schneirla, from the Americaa 
Museum of Natural History, who is an ant 
psychologist, and he has worked with the army 
ant for quite some time. It is truly fascinating, 
if you have ever seen those army ants. Dr. 
Schneirla has been bitten repeatedly, but he told 
me that he has had no severe reactions such as 
Dr. Caro has described with this particular group. 

I should like to ask whether, in spite of the 
marked irritant effect of these bites, Dr. Caro 
doesn’t believe there is also an allergic factor, 
because, parallel to bites of bees and wasps, also 
with strong toxic factors there is a difference in 
allergic reaction. Did any of his volunteers have 
a background of allergy? In our “volunteers,” 
those who had allergic backgrounds developed 
severer reactions. 

The clinical picture of multiple lesions is inter- 
esting. The only thing that might come close 
to it is the breakfast-luncheon-dinner bites of the 
bedbug, but their characteristic appearance, I 
think, is a little bit «'fferent from what Dr. Caro 
showed. Bites on the lower extremities of persons 
in the upper age groups are always of importance, 
because they can produce very severe reactions; 
the subepidermal nodular fibrosis reaction we have 
seen following the bite of the chigger mite and 
the mosjuito and fly. These arthropods usually 
do not leave bits of tissue in the bite area. 
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If Dr. Caro still has some investigators who 
want to go ahead and can confine the ant to a 
small area, it would be well to try the local in- 
jection of a fair amount of hydrocortisone or one 
of its analogues in the skin, and then, force the 
poor ant, as we have done with other arthropods, 
confined to a tiny area of skin, to bite directly 
through these deposits of crystals. Then, it would 
be interesting to see if any local reactions can 
occur. For severe bee and wasp reactions, we 
would recommend intravenous hydrocortisone or 
intravenous prednisolone, which is much more 
effective. I would agree that very severe, heroic 
therapy is needed for the systemic phase of these 
severe reactions. 

Dr. Marcus R. Caro, Chicago: Not all of 
the questions can be answered by one who has 
had as little experience with the clinical phases 
of this problem as I have, for all of the clinical 
material reported in this paper came from New 
Orleans. The ant stings on volunteers were per- 
formed there, and the biopsy specimens were sent 
to me by my collaborator, Dr. Derbes. Fortu- 
nately we do not as yet have these red ants in 
Chicago, and I hope that we never shall. But, in 
line with what Dr. Smith said about our improved 
methods of transportation and the speedier move- 
ment of livestock and agricultural products, even- 
tually the fire ant may get up to Chicago and 
become a local problem if it can survive our 
climate. 

We were fortunate in having the collaboration 
of Dr. Rodney Jung, of the department of trop- 
ical medicine at Tulane, who dissected the ants 
and, under magnifications of up to 1700 X, pre- 
pared sketches and photomicrographs of the 
anatomy of the fire ant. From these sketches and 
photomigrographs Mr. Gordon Blaha, of the illus- 
tration studio at the University of Illinois, drew 
the pictures which illustrate so beautifully the 
stinging apparatus of the fire ant. 

Dr. Winer asked about specific stains for chitin 
in the sections. In the experiments with volun- 
teers we permitted the ants to complete the sting 
and did not permit any of the stinger to remain 
in the skin. It might be worth while in the future 
experiments to permit the stinger to remain in 
the skin to see whether or not the same type of 
reaction will occur. In addition, in the experi- 
mental patients reported, all of the stings were 
produced on the arms and forearms, and I would 
not expect nodular subepidermal fibrosis or histio- 
cytoma to develop there as frequently as it does 
on the lower extremity. 

I am grate ul to Dr. Kennedy for the great 
help he gave me in his remarks. I depended a 
great deal on his experience and support because 
he, of all the members of this Association, is most 
familiar with these fire ants. He has seen many 
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of these patients, and it is in New Orleans, his 
home town, that these ants have been investigated 
most intensively. 

Dr. Pipkin asked about a possible suction treat- 
ment for these stings. As you noticed from the 
picture at a magnification of 500 the stinger 
is very small and the puncture wound is tiny. 
After a sting is produced, it would be very diffi- 
cult to use a suction method that would get the 
toxin out rapidly enough to prevent any reaction. 
In our experimental stings even at six minutes 
necrotic changes were already beginning to be 
noticeable. It is conceivable that in an experiment, 
it might be possible to have a sting produced and 
then, by some suction method, to remove the toxin 
at once. I do not think that this method would be 
very useful in practice, however, for it would take 
at least six minutes or more to get the patient to 
a doctor or to some station where it could be per- 
formed, and in cases of multiple stings it would be 
hopeless. It is worth trying, nevertheless, and in 
future experiments we are going to see whether 
the toxin can be removed in time to prevent any 
cutaneous response. 

I noticed that several discussers used the term 
“ant bite.” It should be emphasized that these are 
not bites. The mandibles get hold of the skin 
and fixate it, but they do no damage except for 
a slight extravasation of erythrocytes. The actual 
damage is done by the insertion of the stinger and 
the injection of the- poison through that. I was 
sure that-I had this feature firmly in mind, but 
only yesterday, in going through the paper again, 
I found one place where I had written “ant bite” 
and had to change it to “sting.” 

Dr. Goldman helped to answer Dr. Pillsbury’s 
question about the relationship of these fire ants 
to the soldier ants or army ants. I am no authority, 
but I do not believe that they are closely related, 
because the soldier ants travel above the surface 
rather than in superficial tunnels; they do not 
produce mounds of this type, and the reaction to 
their sting has not been reported to be as severe. 

As to Dr. Goldman’s suggestion of the local 
injection of hydrocortisone preceding the attempt 
to get the ant to sting right through the injected 
site, I don’t know what the tastes of ants are and 
I cannot be certain that the ant would not rather 
sting an area where hydrocortisone had not been 
injected. The sfiggestion is excellent, however, 
and we shall try to carry it out. 

I am grateful to Dr. Lobitz for his observation 
and for his suggestion. In future experiments in 
this problem we shall attempt to identify the 
toxin that is injected. I am sure it cannot he 
formic acid, because formic acid alone could not 
in these minute quantities produce the severe 
reactions that we demonstrated. 

I am grateful also to Dr. Arnold, Dr. Lane, 
and especially to Dr. Smith for their reports and 
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stimulating discussions. Their suggestions and 
those of the other discussers have given us enough 
ideas to get started on work for several more 
papers on this problem. 

The material for this paper came from another 
part of the country, New Orleans, and it was a 
privilege for me to collaborate with Dr. Derbes 
and Dr. Jung in this problem. From what I 
learned in the process, I should like to recom- 
mend very highly to you collaborative studies of 
this type with dermatologists from other parts 
of the country and also with investigators in 
other fields of medicine. From such studies you 
will gain a good deal of knowledge about derma- 
toses which are not as yet endemic in your parts 
of the country but which may eventually, as Dr. 
Smith said, by better means of transportation be 
brought right up to your doorstep. 

Thank you for your kind interest in this prob- 
lem. 
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Benign Pemphigoid? 





A Report of Seven Cases with Chronic, Scarring, Herpetiform Plaques About 


the Head and Neck 


LOUIS A. BRUNSTING, M.D., and HAROLD O. PERRY, M.D., Rochester, Minn. 


In spite of significant advances of the past 
two decades in the differentiation of bullous 
disorders, particularly from the standpoint 
of histopathology, certain blistering erup- 
tions of the skin still defy accurate classi- 
fication. This is true of the cases presented 
herein, which seem to represent an entity, 
puzzling to us and equally so to dermato- 
logic colleagues elsewhere who have been 
privileged to observe it. 

Seven patients, all men but one, all 
middle-aged or older, have been observed 
over a period of several years with a per- 
sistent eruption of identical pattern which 
consists of grouped, pruritic vesicles confined 
to one or more circumscribed plaques about 
the head or neck, extending through a suc- 


cession of annoying flares and_ leading - 


eventually to scarring of the affected sites. 
In two instances, brief episodes of vesicu- 
lar exanthems have occurred. In one case, 
lesions of the mouth and pharynx appeared 
and, in the same patient, the conjunctivae 
were affected for a short time 3 years ago, 
but in all others the condition has been 
limited entirely to the skin, in one patient 
over a period of 15 years. Allergic inci- 
dents, particularly urticaria and asthma, 
were noted in almost all cases. In other 
respects, the general health is unimpaired. 

The process is persistent but essentially 
benign. This is borne out by the micro- 
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scopic findings, which show an absence of 
acantholysis and a localization of the bullae 
at the subepidermal level. Eosinophils pre- 
dominate in the dense cellular infiltrate. 

Except for the scarring, the clinical fea- 
tures suggest a localized form of dermatitis 
herpetiformis. The primary plaque of true 
pemphigus vulgaris, as well as chronic be- 
nign familial pemphigus, deserves passing 
attention. Other conditions to be considered 
are the following: recurrent herpes simplex, 
bullous lupus erythematosus, bullous lichen 
planus, factitial dermatitis, light sensitivity 
such as porphyria, fixed reactions to drugs, 
and, finally, benign mucosal pemphigoid. 

Conventional measures of treatment have 
proved ineffective. In two patients, a rela- 
tionship to precipitating factors was dem- 
onstrated, so that under careful supervisory 
management the symptoms have been much 
improved. 


Review of Literature 


The concept that circumscribed blistering 
plaques with scarring, located about the head 
and neck, might be a part of the syndrome 
of ocular pemphigus was first developed by 
Lever. He said that in some instances the 
involvement of the skin may precede the 
mucosal or conjunctival lesions by many 
years. In 1942 Lever’ reported three cases 
of pemphigus conjunctivae with scarring 
of the skin, and two years later? he was 
able to add three more cases of his own, 
with a scattering of similar ones by other 
observers. Some of the plaques resembled 
lupus erythematosus. In others, the skin 


lesions consisted of discrete bullae here and 
there, or even a widespread eruption. 
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The subject was further amplified by 
Church and Sneddon ® in 1953 in a report of 
seven patients with ocular pemphigus, with 
typical changes in the mucosae and conjunc- 
tivae, one of whom had had lupus-erythem- 
atosus-like lesions on the scalp, forehead, 


The distinc- 
vulgaris was 


and abdomen from the onset. 
tion from true pemphigus 
emphasized. 

In his monograph on pemphigus, Lever * 
classified this group among the pemphigoids, 
distinct from pemphigus, but, because of 
the benign course and peculiar localization, 
used the term “benign mucous membrane 
pemphigoid” (Lever’s Figure 28). The 
records of 30 patients seen at the Massa- 
chusetts General Hospital between 1937 and 
1951 were reviewed. Nineteen were female 
and eleven were male. Older patients pre- 
dominated, the average age of onset being 
60 years. Only one patient succumbed to 
the disease. Involvement of the conjunc- 
tivae was present in 24 cases; in 11 in- 
stances it was the first sign of the disease. 
Oral lesions were ‘present in 27 instances, 
and the mouth was the initial site in 8. 


Scarring lesions of the skin were noted in 


three patients and in these the appearance 
of ocular involvement was delayed by in- 
tervals of 22 months, seven and one-fourth 
years, and nine years, respectively. 

In two of our patients, a widespread 
vesicular eruption appeared, explosive in 
onset and with an urticarial component sug- 
gestive of the picture of dermatitis herpeti- 
formis, or probably better, what is now 
known as pemphigoid. Response to intra- 
venous treatment with sulfapyridine and 
with corticotropin was fairly good but not 
dramatic, and the condition subsided within 
a period of several weeks. The term 
“pemphigoid” is now being applied to the 
bullous eruptions, distinct from pemphigus, 
which appear without apparent cause in 
older persons and run a rather benign 
course, considering the age group affected.** 
These were formerly classified as toxic 
eruptions, including drug reactions, and are 
held to be distinct from Duhring’s derma- 
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titis herpetiformis or erythema multiforme. 
The symptoms respond to some extent to 
the corticosteroids. Unfortunately, the term 
“pemphigoid” connotes pemphigus to the 
layman. Prakken and Woerdeman? prefer 
the term “parapemphigus,” which is no 
better, while Lever groups these eruptions 
as “bullous pemphigoid,” a term which is 
tautologic. Touraine, in the tradition of the 
French school, exempts true pemphigus but 
includes all the rest of the bullous eruptions 
under the term “pemphigoid,” including 
dermatitis herpetiformis in its broader in- 
terpretation as ‘“dermatite polymorphe — 
douloureuse.” Ocular pemphigus is. classi- 
fied as a subgroup of pemphigoid. 

It seems evident, then, that some forms 
of the cutaneous phase of benign mucosal 
pemphigoid cannot be distinguished from 
pemphigoid. The remarks of Michelson ® 
and of Senear * on this point seem perti- 
nent, namely, that, in the case of bullous 
eruptions, it may be impossible to make a 
diagnosis at the onset, and, indeed, ever, in 
some cases. 


Report of Cases 


Case 1—A_ 55-year-old Diesel locomotive 
engineer presented himself at the Mayo Clinic, 
Aug. 5, 1953, complaining of a burning, itching, 
blistering eruption localized to the region of the 
right temple. Beginning in February, 1951, first 
a small red papule, then small blisters appeared, 
and these continued to develop in irregular 
crops and sizes with slowly progressive periph- 
eral extension of the original site. As_ the 
blisters were opened or ruptured spontaneously, 
the burning and itching subsided and _ healing 
occurred, with the formation of a smooth, 
atrophic scar. New blisters appeared at inter- 
vals of a few days. Under conditions of stress 
or overwork the condition was aggravated. 
After bouts of anger the involved patch would 
become a flaming red. (The patient was a top 
union executive involved in industrial rela- 
tions.) On trips away from home for several 
days to a week at a time, the process would 
become quiescent, only to flare again when he 
returned home. There was no seasonal varia- 
tion. The condition was not affected by sun- 
light. 

The ocular and oral mucous membranes had 
remained singularly free of involvement. In 
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past years there had been mild bouts of hay 
fever and asthma. In childhood several bouts 
of herpes simplex of the lips had oé¢curred. 
Previous treatment to the plaque included a 
series of superficial exposures to roentgen rays. 

The patient’s general health was unaffected. 
Routine laboratory tests gave normal results 
except for 3.5% eosinophils in the peripheral 
blood. The urine was normal and was free of 
porphyrins. 

The skin at the time of the first examination 
showed an irregularly shaped atrophic plaque 
(Fig. la) measuring about 8 by 10 cm., oc- 
cupying the region of the right temple, extend- 
ing above and below a line from the right eye 
to the right ear, penetrating the hair line for a 
few centimeters. Small blisters were present 
here and there, particularly at the margin of 
the plaque, and a few satellite lesions outside. 
The ‘largest blister was less than 1 cm. in 
diameter. Two or three small vesicles were 
present in a cluster on the right side of the 
neck, one or two at the right angle of the 
mouth, one on the vertex of the scalp, and a 
few, mostly excoriated, scattered over the left 
side of the face. 

Neurologic examination revealed no abnorm- 
ality in the motor, sensory, or reflex functions 
of the trigeminal nerve on the right. 

Patch tests of suspensions of KI, KBr, and 
KCNS were applied for 48 hours to the skin 
of the back, but no abnormal reactions were 
observed. 
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Fig. 1 (Case 1).—(a) 
Lesion at first examina- 
tion, Aug. 6, 1953, two 
years after onset. 
Scarred plaque on right 
temple showing a few 
vesicles and crusts at pe- 
riphery and on the neck. 
(b) Five months later, 
Jan. 12, 1954, showing 
extension of process over 
right side of face and 
neck. 


Fluid from a fresh vesicle aspirated under 
sterile precautions and injected intracerebrally 
into mice provoked no unusual response. 

Biopsies of a small vesicle at the right temple 
and at the right side of the neck were per- 
formed. Microscopic examination revealed sub- 
epidermal vesicles containing large numbers of 
eosinophils. The epidermis was unchanged. 
Acantholysis was not. demonstrated. 

The course of the vesiculation during the 
next few months, under the administration of 
vitamin A and of potassium arsenite (Fowler’s) 
solution by mouth, was unchanged. 

Reexamination in January, 1954, revealed 
some enlargement of the areas of involvement 
of the right side of the face and neck (Fig. 15), 
and tiny excoriated lesions were observed. here 
and there on the left cheek. An artificial can- 
tharides_ blister, examined microscopically, 
showed some signs of acantholysis. 

The patient returned June 24, 1954, being ad- 
mitted to the hospital service with a widespread 
vesicular eruption (Fig. 2) over the head and 
neck, upper trunk, arms, and groin, which had 
exploded violently the second week in April, 
shortly after the sudden death of a close per- 
sonal friend. The eruption resembled systemic 
herpes simplex, although the temperature was 
normal and the sense of well-being was not 
impaired. An urticarial element appeared over 
the upper trunk, so that the later picture re- 
sembled dermatitis herpetiformis. Microscopi- 
cally, biopsy specimens confirmed this assumption. 
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The circulating eosinophils numbered 4% to 
6.5%. Under treatment with corticotropin by 
intravenous infusions on three occasions, 
coupled with antihistaminics by mouth, the 
itching and the urticarial element were reduced. 
The administration of sulfapyridine, 3.0 gm. 
daily by mouth, was begun in the second week, 
and the eruption subsided gradually, so that the 
patient was dismissed on the 24th day. Only 
the scars on the right temple and the bald pate 
remained. 

Sulfapyridine was continued regularly in 
diminishing doses as the condition improved. 
The patient returned to work Oct. 1. An oc- 
casional solitary blister appeared over the head 
and neck from time to time. The drug was 
discontinued in December, 1954. In June, 1955, 
the patient was able to report only three 
blisters in*a period of six months, one in Jan- 
uary after losing his temper, one in May after 
a heated argument with railroad officials, and 
one in June for no apparent reason except 
feeling nervous and tired. In September, 1955, 
a patch of blisters appeared in the ancient 
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Fig. 2 (Case 1).— 
Vesicular exanthem at 
the peak, June 24, 1954. 


scar at the right temple after a period of excite- 
ment and overexertion. 

On May 28, 1956, the patient returned for 
examination. Wrinkled scarring marks the ir- 
regular plaque on the right side of the face 
(Fig. 3a) and the top of the head over the bald 
pate (Fig. 3b). A cluster of vesicles at the edge 
of the scarring, 1 in. below the right eye, was 
noted. These had begun the day before, a few 
hours after loss of temper. On the whole, the 
episodes of blistering had become widely dis- 
persed and amounted to only a minor annoy- 
ance. 

Comment.—The record of this patient is 
presented in detail. In good general health, 
at the age of 53 years he developed a 
chronic blistering process peculiarly local- 
ized, for the most part, to the zone of the 
right temple and the scalp, which has per- 
sisted for more than five years. The plaques 
of maximal involvement are demarcated by 
thin, superficially wrinkled scarring. On 
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one occasion, for several weeks in 1954, a 
widespread exacerbation of the blistering 
process occurred, following severe emotional 


stress. In the long run, such factors as 
excitement, anger, fatigue, and overwork 
seem to provoke new outbreaks, whereas 
the influence of rest has been salutary. 
Microscopically, the blisters are subepider- 
mal with eosinophils predominating and 
without signs of acantholysis. The mucous 
membranes have never been involved. 

Case 2.—A 70-year-old lumber retailer was 
first seen at the clinic in July, 1955, because 
of his dermatologic complaint. For three 
months crops of blisters had been appearing 
in a circumscribed area of skin on the left side 
of the neck anteriorly. Itching was the most 
distressing symptom. Topical applications and 
even two applications of radium elsewhere had 
brought no relief. The eyes or mouth had not 
been involved. 

The patient was in good general condition, 
although somewhat obese and slightly hyper- 
tensive. Transurethral prostatic resection had 
been performed in 1948. Reports of conven- 
tional laboratory examinations were normal. In 
the blood eosinophils constituted 2% of the 
leukocytes. 

Examination revealed a cluster of variously 
sized vesicles overlying a patch of superficially 
atrophic skin on the left side of the neck. Most 
of the activity was at the borders of the plaque; 
the largest of six or eight bullae measured 1.5 
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Fig. 3 (Case 1).—(a) 
Plaque relatively quies- 
cent, with a few outlying 
vesicles, May 28, 

(b) Scalp purposely 
wrinkled to show extent 
of superficial atrophy of 
the pate, May 28, 1956. 


cm. in diameter and they were tense and dis- 
tended. Microscopically, one of the bullae 
showed evidence of acantholysis. 

Within the next few months the blistering 
continued intermittently in the plaque on the 
neck, and isolated blisters appeared in the groin 
and here and there on the trunk. In September, 
1955, the condition worsened °(Fig. 4), and 
groups of small pruritic vesicles appeared on 
the volar surtaces of the wrists. Some urticarial 
reaction occurred over the shoulders. Therapy 
with cortisone brought some relief. The blister- 
ing extended so that the patient was admitted 
to a hospital, where he remained for 55 days. 
No fever was present. No involvement of the 
mucous membranes occurred. Microscopically, 
at this time, the bullae showed no acantholysis. 
Symptomatic treatment, including intravenous 
infusions of corticotrepin and the administration 
of sulfapyridine by mouth, was carried out. 
Gradually the process subsided. The use of 
chlorpromazine was helpful in relieving anxiety 
and tension. 

Over the next six months the eruption has 
returned to a localized process involving the 
original site on the neck with periods of activity 
and rare intervals of remission. 

Comment.—A pruritic, blistering eruption 
developed in a man aged 70 years. The 
eruption was limited to the left side of the 
neck, except for an exacerbation resembling 
dermatitis herpetiformis, which lasted two 


months. No precipitating factors were elic- 


493 











Fig. 4 (Case 2)—Circumscribed plaque on left 
side of neck, with vesicles and bullae, showing 
herpetiform character. 


ited. Treatment was ineffectual. Micro- 
scopically, the blistering in general was of 
benign character, although acantholysis was 
observed in several specimens. The mucous 
membranes have not been involved. 

Case 3.—A 60-year-old physician was examined 
at the clinic in August, 1955. He had had a 
succession of crops of itching bullae, which 
had recurred on the cheeks and forehead con- 
stantly for the three years prior to our ex- 
amination, leaving the posterior aspects of the 
cheeks marked by a smooth, atrophic scar, with- 
out whiskers, the scarring extending over thc 
upper forehead and including the forward part 
of the bald pate. About 70% of the activity 
occurred on the left cheek, 20% on the forehea:l 
and frontal scalp, and 10% on the right cheek. 
An occasional bulla involved the left axilla 
and the left groin; the mucous membranes were 
unaffected, 

Numerous biopsies had been performed. The 
histologic picture was invariably that of sub- 
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epidermal bulla formation, without acantholysis, 
with a dense cellular infiltrate predominantly 
eosinophilic. Opinion on diagnosis was never 
settled; consideration of a wide variety of 
blistering conditions was entertained, and many 
forms of treatment were tried without benefit. 
On one occasion sulfadiazine brought about 
temporary remission, but later was used with- 
out benefit. Hydrocortisone, in moderate dos- 
age, suppressed the itching but not the 
formation of blisters. Bismuth and gold salts 
were without effect. Sulfapyridine was poorly 
tolerated. Symptoms of headache, nausea and 
arthralgia developed with its use. 

In. other respects, the patient’s general health 
was good. A chronic duodenal ulcer flared in- 
termittently; the skin of the hands showed 
radiodermatitis, and the blood showed a mild 
degree of polycythemia. On one occasion the 
ingestion of cough syrup containing methadone 
(Dolophine) hydrochloride had provoked a 
scarletiniform blush with urticaria. Repeated 
examination of the urine failed to show ab- 
normal porphyrins. 

The patient suspected a relationship between 
the ingestion of certain dietary items and the 
symptoms of itching and blistering. He was 
persuaded to keep a diary. Pork products, 
chocolate, salmon, cheese, soya sauce, cotton- 
seed oil, and corned beef were particularly 
suspect. On three occasions blisters developed 
after he had eaten pork. Eliminating these 
items from the diet brought about complete 
relief of symptoms for the first time in three 
years, from Oct. 6 until late in December. 
Then, two separate trials of eating pork prod- 
ucts were followed within 24 hours by the 
appearance of itching and vesiculation in the 
atrophic zones on both cheeks. On Jan. 10, 
two 0.5 cm. bullae appeared on the left cheek 
within eight hours after the patient had eaten 
eggs basted in bacon fat. On May 2, a few 
small blisters appeared in the scars of both 
cheeks after a two-hour exposure to the sun 
while fishing in a boat. The same day, for no 
reason, a single, large, flaccid bulla appeared in 
the hairy region over the manubrium sterni. 

Comment.—In 1951, at the age of 56 
years, a physician developed a_ pruritic, 
blistering eruption of the sides of the face 
and the upper forehead, which persisted for 
more than five years. The involved sites 
were clearly demarcated by superficial atro- 
phy with alopecia. Microscopically, the 
bullae were subepidermal; the cellular re- 


action predominantly — eosinophilic. 
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Treatment was ineffectual. On the basis of 
suspected food sensitivity, dietary control 
was exercised and a relationship between 
the ingestion of certain foods (pork prod- 
ucts) and the development of symptoms 
was established. For the past eight months 
the patient has been relatively free of Symp- 
toms. 

CAsE 4.—In 1948 a 66-year-old rancher developed 
a pruritic, blistering eruption on the sides of the 
face, which has persisted without much inter- 
mission up to the present time. Occasional 
blisters would appear elsewhere, on the neck, 
in the groin, on the hands, and even a few in 
the mouth and nasopharynx. In 1953 the con- 
junctivae were involved for a brief interval. 

The blistering has responded at times to the 
administration of forms of arsenic or sulfapyri- 
dine, but in general the process has persisted 
in spite of treatment. 

The patient was under our observation for 
two months in 1948, about five months after 
the onset of the eruption. He was obese and 
hypertensive but made no complaints except 
for the blistering and the pruritus incident to it. 
There was a history of asthma for a period of 
19 years, ending at the age of 56 years. 

In 1948 the face showed superficial scarring 
and hyperpigmentation of both cheeks with 
clusters of small, tense vesicles in and around 
the edges of the scars. Blood counts showed 





egsinophils up to 5%. The eosinophils in the 
blister fluid numbered 51% of the total cells 
counted. 

The course during the past few years has 
been one of relapses and remissions, sporadic 
vesicles appearing from time to time on the 
cheeks anterior to the ears, healing within a 
few days, only to be followed by new lesions 
in the same areas. Now and then the mouth 
and throat are involved. The eyes have not 
been affected since the brief episode in 1953, 
which left no scarring. The patient’s general 
health remains unimpaired. 

Comment.—A 66-year-old man developed 
a pruritic blistering eruption on the sides 
of the face in 1948, which has persisted 
intermittently to the present time. Occa- 
sionally the mouth has been involved, and 
once the conjunctivae. Treatment has been 
ineffective, although the condition responded 
at times to the administration of potassium 
arsenite solution and sulfapyridine. Aside 
from the pruritus, the patient’s health is 
unimpaired. Microscopically, the bullae are 
of benign type with a cellular reaction that 
is preponderantly eosinophilic. 

Data on these four cases, as well as on the 
other three cases observed, are given in the 


Table. 


Fig. 5 (Case 1).—(a) Specimen from right side of neck. Histologic section shows 
subepidermal bulla without acantholysis. Retention of papillary body simulates the festooning 


of porphyria (hematoxylin and eosin; x 125). 


(b) Specimen from left upper arm during 


period of exanthem. Histologic section shows several subepidermal bullae with edema of 
the epidermis without acantholysis. Cellular infiltrate contains many eosinophils (hematoxylin 


and eosin; X 85). 
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Laboratory Data ’ 


Histology—One or more biopsy speci- 
mens were obtained in each case but one, 
in various stages of the disease. There 
was a remarkable degree of uniformity in 
the microscopic findings. First, the location 
of the bulla was invariably in a subepider- 
mal position (Fig. 5a), lifting the entire 
epidermis from the dermis, with smoothing 
of the rete pegs from the effects of disten- 
tion. More or less edema was noted in the 
epidermis, but the epidermal cells them- 
selves appeared normal, without loss of 
intercellular bridges or other degenerative 
phenomena such as acantholysis. In most 
cases a dense cellular infiltrate was found 
in the corium, the cells being predominantly 
eosinophilic (Fig. 50). 

In one instance (Case 2) some degener- 
ative changes and acantholysis were demon- 
strated in two of three specimens; in the 
third, however, a subepidermal bulla was 
present with a normal Malpighian layer 
above it. 

No evidence of lupus erythematosus was 
demonstrated. In one specimen, the epi- 
dermal layers were thinned; keratotic plugs 
were noted in several specimens, but degen- 
erative changes in the basal cells were not 
observed. 

In summary, it may be said that the 
microscopic findings are those of pemphi- 
goid, of dermatitis herpetiformis, or of 
other benign blistering processes of the skin 
and not those of the pemphigus group. 

Virus Studies—tInoculation of fresh 
blister fluid, obtained under sterile precau- 
tions, intracerebrally into mice or into the 
rabbit cornea was carried out in four cases 
with uniformly negative results. There was 
no evidence of herpes virus. 

Sensitivity Tests ——Six of the seven pa- 
tients were tested for sensitivity to KI, 
KBr, and KCNS by the application of sus- 
pensions of these materials applied to the 
skin of the back under patches. The results 
in all cases were negative. 

Skin Tests—tIn one instance (Case 7) 
intradermal skin tests to dusts and animal 
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danders gave strongly positive urticarial 
reactions, but scratch tests to common foods 
in this case were entirely negative. Another 
patient (Case 6) reported that positive tests 
to foods had been obtained by testing else- 
where. Asthma, urticaria, and drug reac- 
tions colored the background of the records 
of six of the seven cases. Eosinophils in 
the. peripheral blood ranged from 2% to 
5.5%. Eosinophils in the blister fluid num- 
bered more than 50% of the cells in several 
specimens. 

Urinary Porphyrins. — Special examina- 
tion of the urine for porphyrins was nega- 
tive in the six cases tested. 


General Comment 


Blistering with scarring may be one of the 
rare cutaneous manifestations of so-called 
ocular pemphigus or benign mucosal pem- 
phigoid. In this series, one patient (Case 4) 
has had intermittent lesions of the mouth 
and pharynx and one brief episode of con- 
junctival involvement without sequelae, but 
none of the others has had such signs. 
Lever’s contention that such developments 
are only a matter of time is to be consid- 
ered. So far, the duration of the blistering 
process in this series of cases ranges from 
1 to 15 years (Table). In our previous 
experience with patients with the syndrome 
of ocular pemphigus or essential shrinking 
of the conjunctivae we cannot recall any 
with this peculiar cutaneous pattern. 

The relation to dermatitis herpetiformis 
(DH) is only superficial, and the discussion 
may therefore be academic. The micro- 
scopic findings are compatible, although the 
density of the cellular infiltrate in these 
cases is more than is usually seen in cases 
of DH. None of the patients manifested 
sensitivity to iodides, and the patch tests 
to KI, KBr, and KCNS were without re- 
action. This observation may not be signifi- 
cant, although it would be unusual to find 
seven consecutive cases of DH with such 
a lack of reaction. Furthermore, the irregu- 
lar response of the blistering to treatment 
with sulfapyridine and arsenic, on the one 
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Summary of Important Data 








Sex: Age 
Case atonset, Duration, Primary Secondary 
Yr. b sh Plaque Lesions 
1 M52 5 Right Plaque on scalp; 
temple generalized 
(transient) 
2 M 70 1 Left Trunk and arms 
neck (transient) 
3 M 56 5 Cheeks (Few) left 
and axilla, groin 
forehead and chest 
(transient) 
4 M 66 8 Cheeks Groin and 
and hands 
neck 
5 M 387 3 Right (Few) sealp 
forehead and trunk 
(transient) 
6 M 48 15 Right Jaw (Few) neck 
and forehead and hands 
(transient) 
7 F 40 7 Right Plaques on 
forehead left temple 
and chin 


Tests for 
Mucosal Herpes Allergic Biopsies 
Lesions Virus Background* 
0 Negative, Past hay Subepidermal 
mouse fever and bullae without 
asthma; acantholysis; 
urticaria ense 
during eosinophilic 
exanthem infiltrate 
0 Urticaria Subepidermal 
(transient); bullae: 
skin partia 
sensitive acantholysis 
to rubber in some 
and specimens 
adhesive 
0 Urticaria Same as (1) 
from metha- 
done; toxic 
reaction to 
sulfapyridine; 
sensitivity 
(pork) 
Bullae in Asthma from Same as (1) 
mouth and age 37 to 56 
throat yr. 
occasionally; 
conjunctival 
in 1953 
0 Negative. None Same as (1) 
mouse and 
rabbit 
0 Negative, Skin tests Not done 
mouse positive; 
past 
urticaria; skin 
sensitive to 
nickel 
0 Negative, Skin tests Same as (1) 
rabbit positive 
to dusts 





* Negative patch tests to KI, KBr, and KCNS, Cases 1 through 6 (Case 7 not tested). 


hand, and the failure to flare when the drugs 
were discontinued, on the other, are rarely 
seen in DH. Finally, the appearance, the 
scarring, the distribution and the course of 
the eruption, even of the disseminated phases, 
require a stretch of the imagination to ac- 
commodate them into the conventional pat- 
tern of DH. 

We have been impressed with some fea- 
tures that bear on the dynamics of the 
process, with particular regard to the asso- 
ciated allergic phenomena that are noted. 
Urticaria and untoward reactions to drugs 
and foods, as well as the history of hay 
fever and asthma, may be of more than 
passing significance. The observations of 
two alert individuals in the group on the 
course of their eruption, in the one instance 
(Case 1) a relationship between states of 
fatigue, anger or frustration and the provo- 
cation of flares, and in the other (Case 3) 
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a relationship of specific food sensitivity 
and flares, can hardly be ignored. In the 
other members of the group, clues relating 
to cause and effect were less apparent. 

In only one patient (Case 4) does the 
course of the disease give us much concern. 
The presence of mucosal involvement and 
the specter of conjunctival lesions may por- 
tend trouble. In the others, the course 
continues to be relatively mild. 

The choice of the designation for the syn- 
drome, “pemphigoid,” that is, pemphigus- 
like, is not a happy one. 


Summary and Conclusions 


A rare form of a chronically persistent 
blistering eruption peculiarly localized in 
plaques about the head and neck is de- 
scribed. Healing occurs with superficial 
scar formation in the affected sites. The 
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course of the disease over a period of years, 
as it occurred in a group of seven patients, 
mostly in the older age group, is presented. 
The possible relationship to so-called benign 
pemphigoid (ocular pemphigus) is elabo- 
rated. Factors which seem to have a bearing 
on the course of the disease are discussed. 
Mayo Clinic. 


ABSTRACT OF DISCUSSION 


Dr. Francis E. SENEAR, Chicago: It is very 
apparent, from my experience with the first 
of these cases, that this picture is one which is 
not recognized generally by dermatologists. 
When the woman whose picture was shown 
on the screen, with the plaque on the right side 
of the forehead, came in, she had been seen by 
several other physicians. Dr. Richard Sutton 
had seen her in Kansas City, and the work on 
virus elimination was done there, and Dr. Sut- 
ton wrote the referring physician that he was 
satisfied that the woman’s condition was pem- 
phigus. Dr. Steubenrauch in Peoria had also 
seen her, and he stated that the condition was 
typical of herpes simplex recurrens, but, as an 
extremely outside possibility, suggested fixed 
eruption as an alternative diagnosis. Dr. Law- 
less of Chicago saw the woman ..ext, and made 
a diagnosis of impetiginous dermatitis. Dr. Mc- 
Cluskey of Peoria next saw her, and he had no 
other diagnosis to offer. 

At the time I saw her, I thought of various 
things, but suggested a localized form of 
pemphigus, an atypical Duhring’s disease, 
Hailey and Hailey’s disease, and herpetic dis- 
order of unclassifiable type, as possibilities, \ ut 
did not feel that Hailey and Hailey’s condition 
had to be considered particularly, and, in view 
of the history of persistence, it was not the 
ordinary picture of a recurrent herpetic dis- 
order. I rather favored an atypical form of 
Duhring’s disease. 

Dr. Kierland at the Mayo Clinic stated that 
they had also thought of the various things which 
I had suggested and had added dermatitis 
factitia, and also stated that Dr. O’Leary had 
seen the patient and had no further suggestions 
beyond those which we had made. 

The patient was then shown at the Chicago 
Dermatological Society, and Dr. Michelson and 
some others—I am sorry I cannot give the 
other names because the case report was not 
printed—thought that the patient had dermatitis 
factitia, and another one of the mea present 
was very emphatic in feeling that it was a 
localized dermatitis herpetiformis. 
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From that recital, I think you can have a real 
concept of how different opinions might arise 
in a case of this sort. 

The second patient, the man whom I saw in 
1941 on the occasion of his first visit, had only 
redness and crusts resulting from the involution 
of vesicles, and you could tell nothing about 
the possible clinical diagnoses. He came back 
several years later, and I was interested, when 
Dr. Brunsting sent me his paper, to find that I 
had written that on this occasion he had typical 
grouped vesicles, with a picture of herpes re- 
currens, but as they kad been present con- 
tinuously for 18 months when seen, some four 
years later, that did not seem a logical diagnosis 
unless it were accepted as an extremely unusual 
variant. 

Now, Dr. Brunsting has commented upon 
a number of the points here, particularly the 
scarring. Our first patient had scarring when 
we first saw her. The man had no scarring 
when we saw him at the outset, but later on 
the scarring was apparent. The intense itching 
and burning complained of by all these patients 
seemed to me to be a very strong point against 
its inclusion in the pemphigus group. 

As far as the dynamics are concerned, Dr. 
Brunsting has pointed out the strong allergic 
background in these cases. From the stand- 
point of histopathology—and I am not going 
to say anything about that because I know 
Dr. Lever will talk about it—with this first pa- 
tient, the woman, Dr. Montgomery simply 
stated that it was a nonspecific granuloma with 
bullae, and Dr. Caro, who saw the slides sent 
by Dr. Kierland, felt that it could be an ex- 
tremely atypical histopathologic picture of 
either dermatitis herpetiformis or pemphigus, 
but, on the basis of the presence of a large 
number of eosinophils in the infiltrate, felt that 
he would favor dermatitis herpetiformis, if it 
were either one of those two. 

Then, of course, the question arises in my 
mind as to whether, possibly the single patient 
with the mucous membrane lesions might not 
belong outside this group and could actually 
be a case of the benign mucous membrane 
pemphigus mentioned by Dr. Lever. 

Lastly, I should like to say, with regard to 
the nomenclature, that in the final paper Dr. 
Brunsting has used the title, “Benign Pemphi- 
goid,” and he isn’t very happy with it, he told 
me, and I am very much opposed to the in- 
clusive use of the term, “pemphigoid,” as in 
the paper of Touraine’s. I feel that it is a very 
unhappy use of the term “pemphigoid” to cover 
practically every type of vesicular bullous erup- 
tion. : 
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When we had the original group of pemphi- 
gus, which included all bullous eruptions, we 
took a long time to tear that down. Now, it is 
suggested that the term “pemphigoid” be used 
to cover all bullous eruptions. We had a dis- 
cussion yesterday and the day before about our 
nomenclature—how confusing it was to other 
medical people—and I certainly think that if 
we go back to a widespread use of the term 
“pemphigoid” for all bullous eruptions, they are 
going to think even less of us from that stand- 
point than they do now. 

Dr. Watcter F, Lever, Boston: Dr. Brunsting 
has well emphasized the essential feature of 
his seven cases, namely, a localized, recurrent 
bullous eruption leading to scarring. The his- 
tologic examination showed that the bullae did 
not arise by any degenerative process in the 
epidermis, but by a detachment of the intact 
epidermis from the dermis. 

With these facts in mind, one can rule out 
pemphigus vulgaris, pemphigus foliaceus, 
Hailey and Hailey’s disease, and herpes simplex, 
because all these diseases have degenerative 
changes in the epidermis. Dermatitis herpeti- 
formis can be ruled out because it does not 
produce atrophic scarring. 

I am therefore in agreement with Dr. Brun- 
sting that the most acceptable diagnosis is that 
type of chronic bullous eruption described as 
ocular pemphigus or benign mucous membrane 
pemphigoid. 

It seems that one should put the emphasis 
on the type rather than on the localization of 
the lesions. The lesions in Dr. Brunsting’s 
cases are, in my opinion, consistent with those 
seen on the skin in benign mucous membrane 
pemphigoid. Dr. Brunsting pointed out that in 
my prev‘ous large series of patients with benign 
mucous membrane pemphigoid (Medicine 32:1, 
1953) a good number either had no ocular 
lesions, or their ocular lesions developed many 
years after the onset of the cutaneous lesions. 

Still, my series did not include any cases 
which, in the absence of ocular lesions, did not 
show involvement of other mucous membranes, 
especially of the oral mucosa. I must confess 
that I have never seen any cases like those 
described by Dr. Brunsting, and to have seven 
of them is certainly an unusual situation. 

Concerning nomenclature, I agree with Dr. 
Senear that it is inadvisable to lump every 
disease that is not pemphigus but has bullae 
under the term “pemphigoid.” I have used the 
term “pemphigoid” for two. specific diseases 
which resemble in their clinical appearance 
pemphigus but are not pemphigus according to 
their histological appearance and their clinical 
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course. These two diseases are “bullous pem- 
phigoid” and “benign mucous membrane pem- 
phigoid.” Should it become apparent that quite 
a number of cases of “benign mucous mem- 
brane pemphigoid” have no mucosal lesions, it 
may be preferable to use the term “cicatricial 
pemphigoid” instead. 

Dr. JosepH V. Ktauper, Philadelphia: What 
motivates me in discussing this interesting and 
puzzling group of cases is the fact that I saw 
one of the patients prior to the time when he 
went to the Mayo Clinic, and also in considera- 
tion of my studies of so-called ocular pemphi- 
gus. 

Dr. Brunsting has not given any documented 
evidence of what the diagnosis is, and therefore 
discussion is speculative. After all, as I hear 
it, most discussions are speculative, and this 
one will be no exception. 

I doubt if these seven cases represent the 
same pathological process. Personally, I would 
not group them under one cause. I feel more 
reasonably certain about the diagnosis of ocular 
pemphigus in one case—the patient who also 
had ocular and oral lesions—than I do in the 
other cases. The man with the generalized 
eruption would come closer, in my opinion, to 
Duhring’s disease than the other patients. I 
would place one or two of his series in the 
Hailey and Hailey pemphigus group. I do not 
believe, therefore, one is dealing with the same 
pathological process. 

As to Duhring’s disease, it depends upon 
what is one’s concept of Duhring’s disease, and 
it depends, too, how broad is too broad a con- 
cept of a disease process when its actual cause, 
such as Duhring’s disease, is not known.. The 
concept of this disease is a morphologic one, 
and that concept as I see it does not embrace 
a localized form. 

I would not too arbitrarily exclude ocular 
pemphigus, for this reason: It is to be recalled 
that this disease process unfolds itself very 
slowly, in the course of many years. Blindness 
may ensue, for example, after many years. The 
absence of buccal or ocular lesions in the space 
of a few years would not exclude diagnoses of 
ocular pemphigus. 

In consideration of the foregoing, it would 
be necessary to know the exact duration of the 
disease in each patient. I would guess that the 
duration in the case of the man who had ocular 
lesions was of longer duration than the others. 

I should like to offer another possible diagnosis ; 
that is, Behcet’s syndrome, or what the French 
call apthose. The concept of this disease is being 
broadened by the recent studies of a number of 
writers, particularly Helen Curth of New York 
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(Ann. Dermat. et Syph. 83:130, 1956). I do not 
think one can too arbitrarily exclude that con- 
sideration. 

Another statement that is appropriate to this 
group of cases is a quotation from Woodburne 
in a recent discussion when he said, “Wait and 
see what happens.” 

I should like to make this suggestion for what 
you think it is worth. It is addressed to those 
who are actively engaged in teaching. 

This group of cases well illustrates principles 
in the philosophy of diagnosis. Diagnosis could 
be discussed in relation to that interesting and 
stimulating paper by E. E. Southard, “Diagnosis 
per Exclusionem in Ordine” (J. Lab. & Clin. 
Med. 4:31, 1918). This paper discusses laws of 
logic applied to diagnosis. 

Dr. Harvey BLANK, Miami, Fla.: We had the 
opportunity of studying a patient with this entity 
and I certainly agree that this is a puzzling dis- 
ease. The lesions do not contain herpes simplex, 
or any cytological changes suggestive of herpes, 
but they seem to be a distinctive lesion. 

In our patient, a man of 65, the lesions were on 
the volar aspect of the forearm and were char- 
acterized by the continuous appearance of clear 
vesicles in an area of approximately 510 cm. in 
which very superficial scarring could be detected. 
No ingestants producing a fixed drug eruption 
could be elicited and a fixed dressing eliminated 
the possibility of a factitial eruption. 

Our investigations for an etiologic agent were 
fruitless, although we found acantholytic cells in 
one biopsy specimen and felt that it most closely 
resembled benign familial pemphigus. After hear- 
ing Dr. Brunsting’s presentation and having ob- 
served a case at first hand I agree that it seems 
to be a distinct entity. 

Dr. GrorGe W. BINKLEY, Cleveland: As I looked 
at the slides and followed the presentation, I felt 
we were seeing several types of conditions, and 
I am inclined to agree with Dr. Klauder that we 
have not seen a single entity. 

For example, it seems to me that the man with 
the disseminated eruption, who, after stress, de- 
veloped an acute disseminated neurodermatitis 
possibly had a localized process before the added 
stress. Also, one patient that Dr. Brunsting pre- 
sented had shifting lesions that were first on the 
left side of the neck, and then, later, on the right. 
I think these may be different from chronic herpet- 
iform plaque and, possibly, somewhat like a 
benign localized pemphigus. 

I have seen three cases similar to the first pa- 
tient Dr. Brunsting presented. They were cases 
of constant acute and subacute reactions over many 
years which tended to remain localized to one area 
as in herpes simplex. There were herpetiform 


500 


A, M. A. ARCHIVES OF DERMATOLOGY 


lesions of the head and neck, and the process 
continued relentlessly over many years, eventually 
healing with scarring and atrophy. They were 
puzzling, but I felt that they probably were related 
to some peripheral. nerve involvement, and, per- 
haps, were a more acute form of localized neuro- 
dermatitis. 

Dr. Louis H. Winer, Beverly Hills, Calif.: 
The histologic sections of ocular pemphigus and 
bullous urticaria resemble these lesions of chronic 
herpetiform plaques of the face. Superficial scar- 
ring and milia formation are seen in all three 
conditions. 

The lesions are differentiated from dermatitis 
herpetiformis histologically by the absence of 
subepidermal satellite vesicles. It is not a tension 
vesicle, but is due to a degeneration of the papil- 
lary cutis with a dissolution of the epidermal 
cutis junction. The cutis contains numerous 
eosinophils. The blood vessels show intimal pro- 
liferation, and the nuclei of the vessels seem to 
hang into the lumen. This process simulates urti- 
caria or a drug eruption. 

One of our patients with ocular pemphigus de- 
veloped this eruption following the ingestion of 
sulfonamides. Another patient with bullous urti- 
caria developed this eruption repeatedly following 
the ingestion of beef. 

Dr. RicHArD L. Sutron Jr., Kansas City, Mo.: 
The woman patient of Dr. Brunsting’s whom I 
had studied previously was examined for virus in- 
fection by Dr. Herbert Wenner of Kansas Uni- 
versity, whose competence at virus work I would 
not question. I had the idea, in her case, that she 
had pemphigus that was beginning. I have seen 
a few such cases, but hers was not that. 

I should say that Dr. Brunsting has caught a 
hitherto unidentified butterfly, so to speak. This 
seems to me to be an entity. 

As for nomenclature, from now until someone 
gives it a better name I shall call it “Brunsting’s 
bullous syndrome.” It is not in the books. 

I have a case under study presently, and have 
had for several years, a 60-year-old, white, Santa 
Fe switchman. When Dr. Brunsting and I were 
speaking of this disorder earlier, he noted that 
two of his patients were railroad men. My case 
involves a bald Irish pate. My associates and I 
have done everything we could think of to figure 
out what is the matter with him. It is not con- 
tact dermatitis, not dermatitis medicamentosa, not 
from focal infection, for we worked him over 
completely from that angle—although I recall a 
bullous case of Drs. Stephan Epstein and Warren 
L. Macaulay (Arch. Dermat. & Syph. 57:736-741 
[April] 1948) that responded to the elimination 
of dental foci of infection and to nothing else. 
We fretted with the factitia idea, but could not 
pin that on him. Was it neurodermatitis with 
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bullae? No, it simply wasn’t that. One thinks of 
neurologic disease and the trophic bullae that can 
come after spinal cord operations and things of 
that kind. Our neurological investigations were 
negative. Our patient has Brunsting’s syndrome, 
and it will be extremely interesting to follow this 
to find out what does happen to them. 

Several years ago, Bernard H. Winston and I 
had a woman patient with bullous disease limited 
to one axilla. Winston did food elimination tests, 
and believed that he eliminated the bullous lesions 
by elimination dieting. I didn’t believe him at the 
time; yet that is conceivable. 

The disease makes one think of a fixed erup- 
tion. It is a mysterious and interesting entity. 

Dr. S. Witt1aM Becker, Long Beach, Calif.: 
This year, I observed a man, aged 85, with a 
bulla on the hard palate. He has had a diagnosis 
of pemphigus for 14 years, and, in 1952, had 
crusted, erythematous lesions on the nose, cheeks, 
and ears, and flaccid bullae on the bridge of the 
nose and the left cheek, with a diagnosis of 
pemphigus erythematodes (Senear-Usher). At the 
present time, both cheeks show large, smooth, 
atrophic, noncontractile scars. His health is good, 
considering his age, and he obviously does not 
have pemphigus vulgaris. 

Dr. AsHton L. WELSH, Cincinnati: I should 
like to report one observation, which might add 
a little weight to the theory that the type of 
condition reported by Dr. Brunsting is a localized 
type of dermatitis herpetiformis. 

We followed a nurse of one of the hospitals 
at home who had a single lesion over the left 
side of her neck that conformed exactly to the 
type of lesion Dr. Brunsting has discussed. This 
woman, at 45, finally became pregnant and, dur- 
ing her pregnancy, developed probably the most 
acute herpes gestationis I have ever seen. Follow- 
ing her pregnancy, the herpes gestationis subsided 
completely, except that on occasion, at about 
three- or four-month intervals, she gets a few 
lesions that are typical of dermatitis herpeti- 
formis on both elbows. .The lesion on the left 
side of her neck flares with the lesions on the 
albows. I felt that this woman originally probably 
had a localized type of dermatitis herpetiformis. 

Dr. Louts A. Bruwnstinc, Rochester, Minn.: 
The picture on the skin in these patients, that is, 
the circumscribed plaque of blistering and scar 
formation, was essentially the same in all cases. 
In two instances a generalized blistering reaction 
occurred, which was an episode of brief dura- 
tion. I am not sure that these patients should be 
classified in the category of ocular pemphigus, 
for there the lesions are primarily limited to the 
mucosa of the mouth or the eyes, and, while an 
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occasional blister may appear elsewhere in the 
axillae or groin, the presence of a circumscribed 
patch with scarring is most exceptional. 

Behcet’s syndrome and erythema multiforme are 
pretty well ruled out. Careful neurologic studies 
failed to show any motor, sensory, or reflex dis- 
turbances of the trigeminal nerve. The factor of 
baldness common to all the men in the series had 
not occurred to me until Dr. Sutton mentioned it. 
Three of the men were engineers on Diesel loco- 
motives, but we could not relate the blistering 
eruption to any factor associated with employment. 

The histologic pattern of the blistering eruption 
was not that of the true pemphigus group, al- 
though at times in older blisters the histologic 
picture resembled that seen in chronic benign 
familial pemphigus. The term pemphigus, or even 
pemphigoid, has a serious connotation to the lay- 
man, and I am not happy about classifying these 
patients as benign pemphigoid, but it may be a 
convenient appelation until we know more about 
the nature of the disease. 
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The Influence of Irradiation of the Pituitary Gland 


on Acne 


THOMAS BUTTERWORTH, M.D., and GEORGE W. CHAMBERLIN, M.D., Reading, Pa. 


Although acne is one of the commonest 
skin diseases, its pathogenesis is uncertain 
and confused by much conflicting evidence. 
Not only are the etiologic factors obscure, 
but there is poor understanding of the mode 
of action of one of the most useful agents 
in the management of acne, namely, roent- 
gen rays. The favorable results obtained 
by this modality have been variously as- 
cribed to decreased hyperkeratosis at the 
follicular orifices, to a depression of follic- 
ular inflammation with absorption of the 
inflammatory exudate, and to decreased se- 
baceous secretion. Our present studies in- 
troduce another possible factor, the effect 
of roentgen rays on the pituitary gland and 
its surrounding structures. 


The work of several investigators many 
years ago suggested that the effect of x-rays 
on acne may be due to factors other than 
their effect on the skin treated. In 1933, 
Niles,! in an attempt to prove that roentgen 
rays in the treatment of acne did not pro- 
duce scarring, applied 70 r at weekly in- 
tervals for an average of 12% treatments 
to the right cheek only of 40 patients with 
acne vulgaris. In 23 patients, or 57.5%, 
improvement was equal on the two sides. 

The findings reported by Niles were 
later confirmed by Polano,? who treated 36 
patients with acne by means of topical ap- 
plications to both sides of the face and radia- 
tion to one side only. Polano found no 
difference in the results obtained on the 
two sides. 
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Niles offered several explanations for the 
improvement of the untreated side. Since 
none of the reasons presented was entirely 
satisfactory, we have considered for a num- 
ber of years the possibility that the pituitary 
gland may be involved in the improvement 
produced by the x-ray treatment of acne. 
We realize that the amount of irradiation 
to the pituitary in these patients is very 
small and mostly secondary or scattered. 
At the present time, however, the exact 
effect of small doses of roentgen or gamma 
radiation upon the function of the hypophy- 
sis is unknown. Evidence is conflicting in 
regard to the sensitiveness of the pituitary 
gland to irradiation. Some authors, notably 
Arnold,’ have ascribed the clinical improve- 
ment in exophthalmic goiter, hypertension, 
and certain gynecological conditions follow- 
ing irradiation of the hypophysis to the ef- 
fect of x-rays on the hypothalamus. Since 
it is thought that the hypothalamus controls 
the function of the pituitary gland, the exact 
site of action of the x-rays is not important 
in a clinical paper of this type. 

Several recent observations have shown a 
possible relation between the hypophysis 
and the sebaceous glands. In 1951, Sauer et 
al.4 reported that the lipid film is diminished 
during administration of corticotropin 
(ACTH) or cortisone. Haskin et al.,> in 
1953, afforded some explanation for this 
observation, when they demonstrated that 
cortisone actually causes sebaceous gland 
atrophy in rats. In the light of subsequent 
investigations, it is possible that the effect 
of these hormones is not due to direct action 
on the sebaceous glands but is through the 
hypophysis, on which they have a _ well- 
known suppressing action. 
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More recently, Lasher et al.* showed that 
hypophysectomy alone in ovariectomized 
rats leads to sebaceous gland atrophy which 
cannot be counteracted by progesterone. The 
sebaceous-gland-stimulating effects of testos- 
terone in similarly treated animals are re- 
duced in parallel fashion to progesterone 
but to a lesser extent. Hypophysectomy, 
they concluded, appears to have a decisive 
influence on the well-established stimulating 
effect of testosterone and progesterone on 
sebaceous glands. After our study was 
under way, these same authors‘ presented 
further evidence of the presence of a pitui- 
tary sebaceous gland tropic factor which 
they demonstrated to be present in pregnant 
mare serum gonadotropin and crude pitui- 
tary gonadotropin preparations. 

With this background of basic physio- 
logical and clinical observations, we decided 
to treat a number of patients with moderate 
to severe acne by means of. irradiation of 
the pituitary alone. No dietary, hygienic, or 
internal remedies were prescribed. Normal 
saline or half-saturated solution of boric 
acid was recommended casually for local 
application. No emphasis was placed on the 
importance of the use of these substances, 
and we are certain that many of the patients 
made few or no applications, 

Our patients may be divided into two 
groups according to the technique employed 
in radiating the hypophysis. The first group 
was treated in the fall-and winter, 1954- 
1955, and the second group in the fall and 
winter, 1955-1956. Treatment was avoided 
in the warm months because of the natural 
course of acne to improve at that time of 
the year. 

The first series of patients received ir- 
radiation with the following factors: H. 
V. L., 0.95 Cu; 200 kv.; 15 ma.; 54 cm; 
field size, 6 cm. diameter. 
patients received 100 r, as measured in air, 
per day to alternating lateral temporal fields 
for four successive days, and two patients 
received the same treatments for six suc- 
cessive days. Those patients treated for 
four successive days received 254 r, with 
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back scatter and exit dose from the oppo- 
site side, on the skin at the area treated 
and 132 r into the hypophysis (calculated 
at 9.0 cm. beneath the skin surface). Those 
patients who had six successive treatments 
received 381 r, including scatter and exit 
dose, to the skin area treated. These pa- 
tients had a pituitary dose of 200 r. 

The second group of patients was given 
irradiation with the following factors: H. V. 
L., 1.04 Cu: 200 kv.; 15 ma.; 50 cm.; field 
size, 6 by 8 cm.; to each lateral temporal 
area directed toward the sella turcica. A 
dose of 100 r, as measured in air, was de- 
livered per week on alternate sides to a total 
of eight treatments. The individual dose 
into the pituitary gland at each sitting was 
33 r. It is practically impossible to ac- 
curately compare the biological effect of 
such treatments with that of the first series 
due to the time-dose factor. DuSault * has 
shown that the clinical time-dose factor for 
brain-stem tissue is a straight line graph 
between 13 and 74 days. If one can extrap- 
olate the lower segment of this graph, it 
would show a ratio of 1.0 to 1.9 between 
the 4-day series and the 56-day series of 
treatments. However, other well-known 
variables, such as differences in tissue re- 
sponse between epithelial cells of the an- 
terior pituitary and cells of nerve tissue in 
the brain stem, must also be considered. We 
can only suggest, at the present time, that a 
comparable biological effect in the pituitary 
gland may have occurred in those patients 
whose gland received 132 r in 4 days and 
those in whom the gland received 264 r 
over a period of 56 days. 

Our patients in the first group numbered 
25, of whom 20 were female and 5, male. 
The second series, of 28 patients, included 
26 girls and 2 boys. The majority of the 
girls were student nurses. The age of the 
patients treated varied from 14 to 24 years, 
with an average of 18 years, but no differ- 
ence in response in relation to age could 
be noted. The younger persons included 
among our patients were the robust, tall, 
and mature, who would not be greatly dis- 
turbed by any possible effect on the pituitary 
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growth hormone. Among the older patients, 
selection was based on the severity of the 
acne alone. 

The patients were examined and classi- 
fied four to six months after the completion 
of their roentgen therapy. Those who ex- 
hibited no lesions or only an_ occasional 
papule or comedone were classified as cured. 
Patients in whom more than two-thirds of 
the lesions had disappeared were labeled 
“greatly improved.” Cases who had more 
than a third but less than two-thirds reduc- 
tion of their lesions were rated as “moder- 
ately improved.” In view of the spontaneous 
variation in the severity of acne from week 
to week, those in whom less than one-third 
of the lesions had vanished were rated as 
unchanged. The decrease in oiliness of the 
skin seemed to be commensurate with the 
improvement in the acne. 

In our first series 3, or 12%, of the 
patienis were classified as cured, 14, or 
56%, as greatly improved, 5, or 20%, as 
moderately improved, and 3, or 12%, as un- 


Results of Irradiation of the Pituitary Gland in 
Acne Four to Six Months After 
Completion of Therapy 











Series I Series II 
No. Gent No. Gent 
OA Seta 3 12 2 7 
Greatly Improved_..........-.. 14 56 15 54 
Moderately improved._-....... 5 20 9 32 
Uneanpeds ie sss od See 3 12 2 7 
3 10 28 10 





changed. Our second group showed 2, or 
7%, as cured, 15, or 54%, as greatly im- 
proved, 9, or 32%, as moderately improved, 
and 2, or 7%, as unchanged (Table). In 
the first series improvement usually occur- 
red within two months of treatment and 
often as quickly as two or three weeks after 
roentgen therapy. Results were generally 
noted more slowly in the second group, ap- 
pearing two to four months after the last 
treatment, although several patients showed 
striking improvement before or shortly after 
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the completion of the course of x-ray 
therapy. 

We were able to follow 23 of the 25 pa- 
tients in our first series and reclassify our 
results 16 to 18 months after completion of 
irradiation. Only three received a lower 
classification at this time, while, on the other 
hand, seven were classified as more im- 
proved at 16 to 18 months than upon the 
original analysis of our results. Generally 
speaking, it may be said that the patients 
in this group tended to continue to improve 
with the lapse of time following their roent- 
gen therapy. 

One of the most striking improvements 
noted in our patients occurred in a 20-year- 
old girl who one year previously had re- 
ceived the limit of superficial x-ray 
administered in the conventional manner to 
the sides of the face. She still had a severe 
papulopustular acne with marked scarring. 
Since the hair of the temporal region had 
been protected during her prior x-ray, we 
administered irradiation to the pituitary on 
four successive days. Within weeks we 
noted improvement, which has continued for 
a year and a half. One or two small papules 
at any one time constitute the extent of 
her disease at the present. 


Complication 


The solitary complication encountered 
was an interesting feature of our study. 
Seven, or 28%, of the patients who had 
daily irradiation for four or six days noted 
hair loss over. the treatment field. This was 
rather surprising in view of the fact that 
the skin area treated in five of the patients 
had received a dose of only 254 r, including 
back scatter and exit dose from the opposite 
side. Generally, the alopecia appeared at the 
end of the third week after treatment, and 
in every instance there was a complete re- 
growth of hair beginning three to five 
months after the loss was first noted. Al- 
though in most instances the hair loss was 
hardly noticeable to the casual observer, in 
two patients, who received 381 r at skin 
level, there was striking alopecia two to 
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three months after irradiation. This is what 
one might expect from the amount of ir- 
radiation delivered and it did not pose a 
serious complication. 


Comment 


We regret that the limited number of pa- 
tients in our clinic did not permit us to treat 
alternate patients, using half of them for 
controls. A small segment of our work was 
controlled, nevertheless. Of seven girls from 
an institution who were treated in our 
second series, four were greatly improved 
and three were moderately improved six 
months after the completion of irradiation. 
Among seven girls from the same institution 
chosen as controls, one showed moderate im- 
provement and six were unchanged during 
the same period of observation. 

Another disadvantage of our material was 
the preponderance of girls. Of the 53 pa- 
tients studied only 7 were boys. We were 
unable to correct this disproportion between 
the two sexes. 


A psychic effect must not be overlooked 
as a possible influence in the results we have 
obtained. Many of the patients, however, 
had had previous ultraviolet light, local 
remedies, and additional measures from us 
and others without benefit. In addition, the 
seven feebleminded in our group, in whom 
a psychic factor might be less important, 
showed the same improvement as the others. 

Since the effect of small doses of roentgen 
or gamma radiation upon the function of the 
hypophysis is unknown, we can only specu- 
late as to the mechanism of the improvement 
we have observed. Perhaps we are depress- 
ing the pituitary sebaceous gland tropic 
factor described by Lasher et al.7 On the 
other hand our results may be due to irradi- 
ation of the hypothalamus, thus indirectly 
affecting the hypophysis. Further studies 
will be necessary to determine the most ef- 
fective method and the mode of action of 
irradiation of the region of the pituitary 
gland in acne. In view of the limitation of 
our knowledge in this sphere, we are pre- 
senting our observations as a_ possible 
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stepping stone toward the- ultimate under- 
standing of the pathogenesis of acne. In no 


sense do we advocate irradiation of the 
pituitary as a routine measure in the treat- 
ment of acne. 


Summary 


X-ray therapy was applied to the pituitary 
glands of 53 patients with acne without 
adjunctive therapy. In the first group of 
cases 33 r was administered to the pitui- 
taries daily for four days in 23 patients 
and daily for six days in 2 patients. The 
second group consisted of 28 patients who 
received 33 r to their pituitaries weekly for 
a total of eight weeks. 


About two-thirds of the patients in each 
of the series showed great improvement or 
were entirely cured. Approximately 10% 
of the patients failed to respond at all to the 
therany, but the remainder showed moderate 
improvement. Striking response was noted 
in a 20-year-old girl who one year previ- 
ously had received the limit of superficial 
x-ray administered in the conventional man- 
ner to the sides of the face. 


Two patients who had received six daily 
treatments and five who were given four 
daily treatments experienced moderate hair 
loss over the temporal treatment fields. In 
every instance there was a complete re- 
growth of hair. 


In view of the limitation of our knowl- 
edge concerning the effect of small doses of 
roentgen radiation on the hypophysis, our 
observations are presented as a contribution 
to the investigation of the cause of acne. 
We do not believe irradiation of the pitui- 
tary should be used as a routine measure 
in the treatment of acne until there is ob- 
tained a better understanding of the endo- 
crine factors involved. 

Reading Hospital. 


ABSTRACT OF DISCUSSION 


Dr. GeorceE C. ANpREws, New York: The 
influence of irradiation upon the pituitary gland is 
a controversial subject that has received much 
study for nearly half a century. Generally speak- 
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ing, it has been established that the pituitary gland 
is composed of radioresistant cells. 

Recent published studies, which include those 
of Walter Murphy, published in “The 1951 Year- 
book of Radiology,” in which cancericidal doses 
were given to the pituitary, and studies made at the 
University of California, published in “The 1952 
Yearbook of Radiology,” in which three normal 
patients were given 400 r daily for a total dosage 
of 8000 to 10,000 r, without producing any evi- 
dences of hypopituitarism or other abnormalities, 
are of interest. Sydney Werner at the Columbia 
Presbyterian Medical Center in New York treated 
a series of patients with doses of 4000 to 5000 r, 
skin doses of hard radiation directed at the pitui- 
tary gland. Studies in this group made after the 
irradiation showed no changes in the basal met- 
abolic rate, in the blood cholesterol, or in the 
17-ketosteroid excretion, and no other effects. 

However, Lund (“Yearbook of Radiology, 1954- 
1955, series” p. 284) reported improvement of 
exophthalmos in Graves’ disease after irradiation 
of the pituitary, giving a dose of 150 r daily to 
each of two fields, 8X7 cm. in diameter, up to a 
total skin dose of 1500 r. 

In acromegaly, with amenorrhea and abnormal 
pituitary gland, there was no improvement fol- 
lowing irradiation of the pituitary gland through 
two temporal portals by doses of: 2500 r. 

Drs. Butterworth and Chamberlin are to be 
congratulated upon their attempts to show that the 
etiology of acne is related to functional disturbance 
of the pituitary gland. The effects they obtained 
in their studies should be confirmed by a larger 
series of patients of both sexes and of various 
strata of society, treated in a similar manner. 

In the slides they showed, it was interesting that 
some of the patients at least were treated in mid- 
winter, in January, and, after treatment, slides 
were made five or six months later, in the spring 
or summer. We know that the seasonal incidence 
of acne is worse in the winter and better in the 
summer. That may have an influence upon the 
appearance of some of the slides. 

Pioneer attempts to clarify the unknown are 
always meritorious, so long as they are not 
dangerous to the patient. Drs. Butterworth and 
Chamberlin are to be congratulated upon their 
courage and originality, as well as upon their 
conservative x-ray dosage. 

Dr. STEPHEN ROTHMAN, Chicago: Dr. Butter- 
worth has quoted our work on what has been 
called the sebotrophic factor of the pituitary gland. 
This work proceeds most satisfactorily. Dr. 
Lorinez, working now in the Army Medical Serv- 
ice Graduate School, Walter Reed Army Medical 
Center, in Washington, has made good progress 
in purifying this material. 

In a nutshell, the story is that in hypophy- 
sectomized animals the sebaceous glands do not 
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respond with growth to stimulation by testoste- 
rone or by progesterone as nonhypophysectomized 
animals do. However, if certain commercial 
gonadotrophins are administered to the hypophy- 
sectomized animals, their sebaceous glands regain 
their reactivity to testosterone and progesterone. 
This effect does not parallel the gonadotrophic 
activity, and Dr. Lorincz has succeeded in isolating 
a pituitary fraction which has high sebotrophic 
but no gonadotrophic activity. In addition to in- 
creasing sebaceous gland volume this factor also 
promotes follicular hyperkeratinization; in other 
words, it effects the pubertal maturation of the 
pilosebaceous apparatus. With some optimism we 
may assume that we shall be able: to use this 
factor in treatment of tinea capitis, creating an 
adult pilosebaceous apparatus without eliciting 
other undesirable features of precocious sexual 
maturity. 

Concerning the treatment of acne with ir- 
radiations of the pituitary gland, Dr. Butterworth 
has emphasized that this has been a study rather 
than a suggestion to use the method in practice. 
I was not impressed with the therapeutic results 
he has shown, and for the time being I certainly 
will stick to more classical treatment methods. 

Dr. AntHony C. Crrorttaro, New York: I 
should like to make one or two observations. 


First, I “think that Dr. Butterworth has really 
enlarged our dermatological knowledge by his 
experiments with acne. In the first place, the 
treatment of skin diseases with x-ray is something 
that has been used now for nearly 60 years. We 
have learned that some skin diseases respond to 
x-radiation when the x-rays are applied directly 
to the affected areas. Please note that in the 
20’s there were several articles indicating that by 
irradiating the parasympathetics or irradiating the 
region of the thymus gland or irradiating the 
region of the thyroid gland, such diseases as lichen 
planus, generalized neurodermatitis, and psoriasis 
responded. For 30 years now that method has 
not been employed by dermatologists, but there 
was a great deal of enthusiasm in the 20’s. 

The observations by Niles in 1933 were not 
confirmed, and it is now nearly 24 years since that 
work was published. My clinical experience leads 
me to believe that skin diseases do not respond 
to indirect irradiation. Even here the results were 
not good. If you look at the figures, the cure rate, 
according to the standards of Dr. Butterworth, 
were in the neighborhood of 10% to 15%, and I 
don’t think that one is justified in using radiation 
in this fashion for the treatment of a disease for 
which we have so many other good remedies. 

I am so pleased that Dr. Butterworth does not 
recommend this treatment as a routine procedure 
in the treatment of acne. I would even hesitate to 
use this method experimentally. 
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Dr. ArtHuR G. ScHocn, Dallas, Texas: Was 
there any disturbance whatsoever in the menstrual 
cycle in these girl patients whom Dr. Butter- 
worth treated? 

CLARENCE S, Livincoop, Detroit: This presenta- 
tion stimulates me to report an observation which 
seems pertinent to the discussion of this paper. 
Dr. Robert Fosnaugh of our group, while treat- 
ing a patient with severe erythema multiforme 
and extensive acne vulgaris, made the observation 
that doses of prednisolone of a magnitude sufficient 
to depress the adrenal cortex resulted in a dra- 
matic marked improvement of the acne. Since that 
time we have been investigating the significance 
of this observation in collaboration with Dr. Rich- 
mond Smith, Chief of the Endocrinology Division 
at the Henry Ford Hospital. At this point our 
observations are quite preliminary, but it does 
appear that adrenosuppressive doses of both 
prednisolone and prednisone result in significant 
improvement of acne in almost ail patients, in- 
cluding the severe cystic type. Usually relapses 
occur in a matter of days after the hormone is 
discontinued or, indeed, when the dosage is de- 
creased significantly such as reduction of dosage 
from 20 to 30 mg. a day to 10 to 15 mg. per day. 
One possible explanation for this sequence of 
events is that suppression of the adrenal cortex 
results in a decreased production of adrenal 
androgens, as evidence by decrease in the 17- 
ketosteroid excretion. 

Didcoct (Didcoct, J. D., Observations on the 
Effect of Cortisone in Acne Vulgaris, J. Invest. 
Dermat. 22:243, 1954) has reported that 5 of 17 
patients with acne were improved significantly after 
the administration of cortisone. However, it is 
well known that significant amounts of cortisone 
are converted to weak androgens, as evidenced by 
an increase in 17-ketosteroid excretion. Therefore, 
it is understandable that cortisone is actually 
acnegenic in many cases and that corticotropin 
(ACTH) is even more so because it stimulates 
production of all hormones of the adrenal cortex, 
including androgens. 

On the other hand, the delta steroids are not 
converted to androgens in significant amounts. The 
primary source of androgens in females is the 
adrenal cortex and in males both the adrenal 
cortex and the interstitial cells of the testes; there- 
fore, suppression of the adrenal by the delta- 
steroid compound results in significant decrease 
of androgens in both males and females. I wish 
to emphasize that the administration of delta 
steroids is not a practical and safe method of 
treating acne, but this does seem to be an investi- 
gative approach which we hope will help us in 
evaluating the hormonal factors in acne more 
precisely. In treating any disease it is essential 
that we make certain that the treatment is not 
worse than the disease and I would class pro- 
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longed delta steroid therapy for acne as worse than 
the disease. 

Dr. THomAs ButtrerwortH, Reading, Pa.: 
Several unrecorded observations suggest a possible 
relationship between the pituitary and acne. For 
instance, in Mongolism, which Benda (C. E. 
Benda, “Mongolism and Cretinism,”’ New York, 
Grune and Stratton, 1949) considers a congenital 
hypopituitarism, acne is rather uncommon. On 
the other hand, increased intracranial pressure 
produces hyperactivity of the pituitary. In keep- 
ing with this, most hydrocephalics who reach their 
teens experience an intractable acne. 

While my collaborator and I do not advocate 
the routine irradiation of the pituitary in acne, I 
feel that the discussers have overemphasized the 
hazards of this procedure. For at least 30 years 
gynecologists have irradiated the pituitary (and the 
ovaries) for amenorrhea and sterility. Others have 


‘ employed x-ray therapy to the pituitary for hyper- 


tension. Kaplan, in the Journal of Obstetrics and 
Gynecology (67 :484, 1954) reported a third-gen- 
eration follow-up of women treated by x-ray 
therapy for menstrual dysfunction and _ sterility 
28 years previously. No adverse genetic effects 
were noted in either the second or third generation 
of irradiated women. 

Roentgenologists view irradiation of the pitui- 
tary with respect but without fear. My collaborator, 
a well-known roentgenologist, was so impressed 
by our results that he irradiated the pituitaries of 
his daughter and son, both of whom had acne. 
These cases were not included in our series. 

The sensitiveness of the pituitary is still a mat- 
ter of controversy. Selye (Selye, H.: “Textbook 
of Endocrinology,” Montreal, University of Mon- 
treal, 1948, p. 262) says that in man the pituitary 
is rather sensitive to x-ray treatment and tem- 
porary castration may result from irradiation of 
the hypophyseal region. The observations of 
Pendergrass (Pendergrass, E. P., et al.: Irradiation 
of the Pituitary Gland in Posterior Lobe Hyper- 
function Controlled by Biologic Tests, Am. J. 
Roentgenol. 46:673-681, 1941) suggest that the 
tissues of the pituitary are radiosensitive. It is 
possible, as suggested by Arnold, that the therapeu- 
tic benefits following x-irradiation of the hypo- 
physeal region are due to the effects of x-rays upon 
the hypothalamus, which exerts an influence on 
the function of the pituitary body. 

Dr. Livingood’s observation on the favorable 
influence of prednisolone on acne parallels that 
of Didcoct with cortisone (Didcoct, J. W.: 
Observations on Effect of Cortisone in Acne Vul- 
garis, J. Invest. Dermat. 22:243-247, 1954). Per- 
haps these steroids affect acne by a depressing 
action on the hypophysis. 

Dr. Cipollaro mentioned that x-ray must be ap- 
plied to sebaceous glands to effect improvement 
in acne. I do not believe that the mode of action 
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of radiation in acne has been definitely established. 
Crissey and Shelley (Crissey, J. T., and Shelley, 
W. B.: A Controlled Clinical Study of the Effect 
of X-Ray Therapy on Certain Non-Malignant 
Dermatoses, New England J. Med. 247 :965-970, 
1952) applied 100 r (air), 90 kv. (H.V.L. 0.7 mm. 
Al) weekly for four weeks to small areas of 
the face in cases of acne. Improvement was only 
slightly greater in the irradiated area than in the 
control region. Again, I should like to call at- 
tention to the work of Hambrick and Blank 
(Hambrick, G. W., Jr., and Blank, H.: A Micro- 
anatomical Study of the Response of the Pilo- 
sebaceous Apparatus of the Rabbit’s Ear Canal, 
J. Invest. Dermat. 26:185-200, 1956) who stated 
that after 100 r per week for 11 weeks the 
epidermis and pilosebaceous structures of the 
rabbit’s ear remained normal. 

I think I have already answered Dr. Schoch’s 
question about disturbances of the menstrual cycle. 
There was none. One girl thanked me for relieving 
her of cramps. 
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Hair Casts 


Parakeratotic Comedones of the Scalp 


ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


Recently two young Negro female chil- 
dren, ages 2 and 4 years, were referred to 
the dermatology clinic of the University 
Hospital with the mistaken diagnoses re- 
spectively of tinea capitis and pediculosis. 
The source of the error was the presence 
of peculiar fluorescent accretions on the hair 
shafts about which I have found no previous 
reference.* The abnormality was _ incon- 
sequential and probably would have not 
come to light at all save for having been 
detected during a routine tinea capitis sur- 
vey. 

Along many of the shafts of the scalp 
hairs at different intervals were one to 
three yellowish-white, firm but not hard, 
accretions, 3 to 7 mm. in length (Fig. 1). 
These formations ensheathed the hair and 
could readily be slid up and down the shaft. 
Their fluorescence under the Wood’s light 
was of a bluish-yellow hue, far less intense 
than that of fungus-infected hairs. Further- 
more, the bases of most of the shafts were 
similarly ensheathed in a fluorescent cyl- 
inder-like formation which projected up like 
a collar from the follicular orifices and 
which to the palpating finger felt like tiny 
papular thickenings. In no sense was there 
a resemblance to the horny plugs of lupus 
erythematosus or the horny, acuminate 
spines of keratosis pilaris. A certain re- 
semblance to trichomycosis axillaris was 


Submitted for publication June 19, 1956. 

From the Department of Dermatology (Donald 
M. Pillsbury, Director), University of Pennsyl- 
vania School of Medicine. 

* Dr. Herman Pinkus, who reviewed this manu- 
script, informs me that two sisters with this or 
a quite similar condition were recently presented 
before the Detroit Dermatological Society. Un- 
fortunately, these patients were not studied histo- 
logically. The mother feared pediculosis. 








Fig. 1—Two hairs have been plucked (the one 


on the left is normal for comparison). A char- 
acteristic cast (C) is shown on the hair shait on 
the right. Though its gross appearance is similar, 
it is not to be confused with the hyaline, trans- 
lucent sheaths (5S), which normally surround the 
hair roots and which become visible only when the 
hair is plucked. Reduced about 40% from mag. 
Dis bed 


suggested, but this comparison is very im- 
perfect and the composition of the sheaths 
quite different. There was no hair loss, 
scaling or other sign of scalp disease, nor 
was anything disclosed by history or physi- 
cal examination which could furnish a clue 
to etiology. 

The histologic changes in the biopsy speci- 
mens from each patient were curiously 
limited to the follicular infundibulum, at 
which site there was a mass of parakera- 
totic cells choking the orifice and projecting 
upwards to form a collar around the base of 
the shaft (Fig. 2). Histologically, the basic 
defect might be described as parakeratosis 
of the follicular infundibulum and clinically 
the follicular formations which resulted 
from this abnormality may be designated 
parakeratotic comedones. A_ slightly in- 
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Fig. 2.—Histologic sec- 
tion demonstrating a 
parakeratotic | comedone 
in the infundibulum. The 
hair shaft has been cut 
by the sectioning, but it 
is evident that the im- 
pacted keratinized squa- 
mae (K) had already be- 
gun to extend up along 
the base of the shaft and 
would soon have sepa- 
rated as a sheath.. Hema- 
toxylin and eosin; re- 
duced about 38% from 
mag. X 90. 


creased lymphocytic infiltration in the upper 
corium, especially perivascularly, was ad- 
judged of doubtful significance. 

The sheath-like accretions had the fol- 
lowing characteristics when mounted in 
10% potassium hydroxide. They were com- 
posed of two layers: (1) an inner, sharply 
defined homogeneous band of uniform 
width, and (2) an outer, looser, and more 
irregular accumulation of keratinized 
squamae (Fig. 3). The inner band was 
unmistakably a perfectly normal keratinized 
internal root sheath which had failed to de- 
squamate as it normally does in the upper 
reaches of the follicle. Being encased in an 
encircling mass of scales, it had been pre- 
vented from falling apart into its component 
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cells and had been preserved in toto. The 
only possible source of the outer layer was 
the epithelium of the follicular infundibu- 
lum which normally produces keratinized 
squamae of the same sort as the epidermis 
with which it is continuous; these squamae 
normally desquamate in a steady fashion, 
but in the present case, being imperfectly 
keratinized and parakeratotic, they fail to 
separate, cohering to each other instead to 
form comedone-like impactions in the ori- 
fice. The steady addition of parakeratotic 
cells causes the impaction to become molded 
around the hair, acquiring the general shape 
of the orifice itself like a cast, and gradually 
expanding upward in a collar-like fashicn 
around the base of the hair shaft. From 


Fig. | 3.—Microscopic 
view of cast. The inner 
homogeneous band (J) 
is the retained keratinized 
internal root sheath which 
has failed to desquamate 
because it is encased in 
a mass of keratinized 
squamae (K)_ prodrced 
in the infundibulum of 
the follicle. Mounted in 
10% KOH; _ reduced 
about 38% from mag. 
X 130. 
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HAIR CASTS 


time to time, when a sufficient mass accumu- 
lates, the impaction, aided by the hair’s 
growth, breaks loose from its mooring in 
the infundibulum and is carried upward as 
a sheath-like cast. If the hair is long, as in 
girls, there may be time for several casts to 
form along the shaft. Our experience with 
Halowax }-induced comedones of the scalp 
was highly instructive, for in that experi- 
mental condition also the growing scalp 
hairs periodically dislodged the comedones 
which then took the form of sheath-like ac- 
cretions very similar to the present circum- 
stances. In instances of this kind, it may 
very properly be said that the hair “cleans” 
the follicle of debris. 

It should be emphasized that these sheath- 
like casts are distinctly different from, 
though grossly somewhat similar to, the 
translucent, glassy, sheaths normally present 
around the roots of plucked hairs. An in- 
ternal root sheath is common to both, but 
in normal hairs the outside layer is the 
epithelium of the external root sheath which 
lines the wall of. the follicle and which is 
ripped away during the plucking (Fig. 1). 

Only unfamiliarity with diseases of the 
scalp or perhaps a too hasty examination 
could allow this condition to be confused 
with any other. The fact that these casts 
slide up and down the shaft at once rules 
out tinea capitis and the nits of pediculosis. 
The fluorescence, of course, is due to their 
keratin composition but in tinea capitis the 
fluorescence is not only more intense, but is 
not localized to short segments. Intense 
scaling of the scalp distinguishes tinea 
amiantacea, but imperfect sheaths may form 
in that condition also, especially at the hair 
bases. Under the unappetizing and inappro- 


+ Trade name of a series of chlorinated hydro- 
carbons. 





priate title of “hair eaters,” Crocker? has 
described quite similar keratinized accre- 
tions, a picture of which appears in Jadas- 
sohn’s Handbuch, Vol. 13, p. 215, 1932. The 
“hair eaters” are associated with scaling or 
seborrheic disorders of the scalp but prob- 
ably form in much the same way and defi- 
nitely contain undesquamated internal root 
sheaths. Presumably, in any intensely scal- 
ing scalp condition, aggregations of keratin- 
ized squamae may form in the infundibulum 
and. intermittently break loose to be carried 
upwards by the hairs’ growth. Since the 
changes are so inconspicuous, the incidence 
is doubtlessly higher than the silent litera- 
ture indicates. If we can assume the Detroit 
cases to be examples of this condition, its 
existence in four young girls suggests a 
hereditary, sex-limited or sex-linked influ- 
ence. 


Summary 


The features of a hitherto undescribed 
minor disorder of the scalp characterized by 
parakeratosis of the follicular infundibulum 
and freely movable keratin accretions on the 
hair shafts are presented. 


Duhring Laboratories, University of Pennsyl- 
vania. 


Addendum 


I have recently seen two more cases in 
young girls, one of the “idiopathic” type and 
the other following irritation of the scalp 
by a medicament recommended for the treat- 
ment of her tinea capitis. The hair casts 
were mistakenly interpreted as persistence 
of the ringworm of the scalp. 
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Urticaria Pigmentosa with Systemic Mast-Cell Disease 


An Autopsy Report 


M. LOEWENTHAL, M.D.; R. J. SCHEN, M.B., B.S.; Ch. BERLIN, M.D., and L. WECHSLER, M.D., Tel-Aviv, 


Israel 


In recent years, evidence has been ac- 
cumulating to show that urticaria pigmen- 
tosa, a disease characterized by the presence 
of numerous tissue mast cells in the dermis, 
is a systemic disorder. However, full in- 
vestigation is hindered by the paucity of 
autopsy material. Fatal cases appear to be 
exceedingly rare. It is possible that fatal 
cases have gone undiagnosed in the past, 
since the skin lesions may not have been 
typical, with the result that the special meta- 
chromatic staining, necessary for the identi- 
fication of the mast cells, was not carried 
out. Of particular interest is the report of 
Ellis 1 of an autopsy performed on a child; 
in this case, large numbers of mast cells 
were found in many of the internal organs. 
The majority of the patients are children, 
in whom the disease is often self-limiting. 

We present here the autopsy report of a 
case of systemic mast cell disease; this, to 
our knowledge, is the second report of its 
kind to be published. As a full clinical study 
of the case has been recently published by 
one of us (Berlin?), we shall limit our- 
selves to a very brief clinical summary. 

The patient, an Oriental Jew, aged 71, came 
under observation in April, 1951, on account of a 
skin condition of some four months’ duration. 
Owing to the atypical nature of the lesions, the 
correct diagnosis was not obtained at first, but a 
few months later there arose the suspicion of 
urticaria pigmentosa, and this was confirmed by 
biopsy; staining with toluidine blue showed large 
masses of tissue mast cells in the dermis. A year 
and a half later, the patient came under observa- 
tion again. His general condition had deteriorated ; 
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the skin lesions had become more widespread, and 
hepatosplenomegaly was noted. Bone marrow 
biopsy showed an abundance of tissue mast cells, 
but puncture of the spleen and liver did not reveal 
any abnormality. The patient’s condition gradually 
became worse, and a severe anemia déveloped and 
continued, Finally ascites appeared. The patient 
died in a state of cachexia in April, 1955, after 
an illness which had lasted four years and four 
months. 

The ‘following are extracts from the autopsy 
report: 

The body was that of an emaciated old man. 
The skin showed numerous polymorphic lesions: 
macules, papules, and nodules, generally white or 
brownish in color. The lesions were especially 
abundant in the neck, face, trunk, axillae, and 
groins. There were multiple nodular lesions on the 
posterior part of the tongue, on the gingivae and 
the palate. Bilateral inguinal hernias were present. 
The peritoneal cavity contained 8% liters of straw- 
colored fluid. The peritoneum was smooth. There 
were similar effusions in the pleural cavities (400 
ce. right, 500 cc. left). The coronary arteries 
showed mild atheromatous changes. There was a 
moderate degree of atheroma in the aorta. The 
myocardium was brown in color, with a few scat- 
tered white areas, pinpoint in size. The lungs 
were somewhat emphysematous, with a few scat- 
tered atelectatic areas. The spleen was. greatly 
enlarged and measured 19107 cm. The splenic 
capsule was thickened, and on section the organ 
was red in color and of a rubbery consistency. 
The adrenal glands were normal, The kidneys 
showed slight granularity of the surface but were 
otherwise normal. The pancreas and stomach 
were normal. The liver was enlarged, extending 
4 fingers below the costal margin; the external 
surface was granular, and on section, the organ 
was brownish red in color, had a mottled appear- 
ance, and was rather hard in consistency. The 
prostate showed moderate hypertrophy of the mid- 
dle lobe. The contents of the cranial cavity were 
normal, apart from severe atheroma of the cere- 
bral arteries. The lymph nodes were small in all 
regions, never exceeding 1 cm. in length, and were 
of normal consistency. 


















URTICARIA PIGMENTOSA 





Fig. 1—Mast cells in the bone marrow (tolui- 
dine blue). 


Histologic Examination 


The sections were stained with hematoxylin- 
eosin, Van Gieson, and toluidine blue. Unna’s 
polychrome methylene blue stain was also found 
useful in the study of the case. 

The mast cells were generally polygonal or 
round, occasionally elongated, and with abundant 
cytoplasm which was densely packed with fine 
granules. Usually the granules were not visible 
with the ordinary hematoxylin-eosin stain, but in 
a few sites, for example, in the intima of the aorta, 
the granules were clearly visible in hematoxylin- 
eosin under the oil immersion and showed up a 
dull red color. The nuclei were generally pale, 
and round or oval in shape; sometimes, however, 
the nucleus was elongated or bilobed, and on oc- 
casion there appeared to be two nuclei. No signs 
of mitotic activity were to be found. 

Liver—There were large accumulations of 
tissue mast cells in the portal tracts; the cells 
spread out into the sinusoids, which were often 
distended. There was disorganization of the liver 
cords, with distortion and destruction of the liver 
cells. The mast cells some times formed hollowed 
niches in the liver cells. Lymphocytes were some- 


Fig. 3—Lung: mast cells in the alveolar septa. 


Loewenthal et al. 







Fig. 2.—Mast cells in the bone marrow (tolui- 
dine blue), 


times found in the areas of mast cells. There was 
only a very slight increase in connective tissue. 

Spleen—Only a few small nodules of white 
pulp were to be found. In the red pulp were 
great accumulations of mast cells, which tended 
to be in discrete masses, without any special dis- 
tribution, although they were sometimes arranged 
around venules and around the lymphatic nodules. 
There were a few small areas of hemorrhage. At 
the center of some of the lymph nodules were 
small areas resembling fibrinoid necrosis. 

Lymph Nodes——Some mast cells could be seen 
scattered at random in the sinuses. Larger ac- 
cumulations of mast cells were seen around blood 
vessels and infiltrating their walls. The normal 
structure of the lymph nodes was preserved. 

Hypophysis—The gland itself showed no in- 
crease in mast cells. In the connective tissue of 
the capsule, there were areas of diffuse infiltra- 
tion with mast cells, as well as lymphocytes, gen- 
erally perivascular in distribution. There were a 
few small areas of hemorrhage. 

Kidney.—There was a moderate degree of 
arteriolosclerosis, occasional fibrosed glomeruli and 
some hyaline casts in the tubuli. There were some 
areas of lymphocytic infiltration in the interstitial 


Fig. 4.—Spleen: lymphatic nodule, surrounded 
by mast cells (methylene blue). 
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Fig. 5.—Kidney: Mast cells are seen in the walls 
of a vein and projecting into the lumen in the 
torm of a button (hematoxylin and eosin). 


tissue. There were a few masses of mast cells, 
generally in relation to blood vessels, and spread- 
ing into the interstitial tissue. In one place, the 
mast cells, packed under the endothelium of a vein, 
were found to be projecting like a button into 
the lumen. In some areas there were mixed infil- 
trations of mast cells, lymphocytes, and plasma 
cells. 

Lung.—In a few areas only, there was a quite 
considerable infiltration of mast cells in the alveo- 
lar septa. Collections of mast cells were found in 
the connective tissue in relation to the blood ves- 
sels, especially veins. They were also found in 
the region of the bronchial glands. In one ar- 
teriole, there was a subintimal collection of mast 
cells, protruding into the lumen, almost filling it. 

Palate-——In the deep parts of the buccal sub- 
mucosa, there were to be found large aggregates 
of mast cells in relation to blood vessels. They 
could also be found infiltrating between the gland 
acini and the muscle bundles. Directly under the 
nasal mucosa, there was a diffuse infiltration con- 
taining mast cells, lymphocytes, large mononu- 
clears, and occasional plasma cells. 

Aorta.—There were collections of mast cells, 
sometimes forming a layer three or four cells 


Fig. 7. 


—Mast cells in the liver (methylene blue). 
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Fig. 6.—Kidney: high-power view: of Figure 5 
(hematoxylin and eosin). 


thick, directly under the endotlielium. In a few 
of these areas there were also small hemorrhages. 
The intima was greatly thickened, and there were 
a few small blood vessels in it surrounded by 
mast cells. In this area as well there were a few 
hemorrhagic areas and also some macrophages 
containing pigment. 

Small Intestine—In the submucosa, thick collars 
of mast cells were seen surrounding some of the 
small blood vessels, with infiltration of their walls. 
In the duodenum, there was slight lymphocytic 
infiltration in all layers and only scattered mast 
cells in the subserosa in the region of blood vessels. 

Pancreas—There was a scattered infiltration of 
mast cells to be found in a few areas of adipose 
tissue. : 

Prostate—In a few areas only, especially in 
the vicinity of blood vessels, were considerable 
numbers of mast cells. There was lymphocytic in- 
filtration around some of the gland acini. 

Suprarenal Glands.—Only in connective tissue 
of the capsule were mast cells to be found, and 
they were in small numbers. 

‘ Myocardium.—Mast cells could be demonstrated 
only very occasionally. There was a moderate de- 
gree of fibrosis. 


Fig. 8.—Lung arteriole, showing subendothelial 
mass of mast cells, almost filling the lumen. 
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Skin—There were very dense collections of 
mast cells directly under the epidermis in the 
region of the macroscopical lesions. The epider- 
mis was thinned. 


Hematological Report 


The bone marrow was examined on several 
occasions during life (from the sternum and the 
iliac crest), with nearly the same result every 
time. Up to 30% of all white cells were typical 
tissue mast cells; they were medium-sized cells 
(12 to 18m in diameter) with round or oval, cen- 
trally located nucleus, with a broad cytoplasm, 
which was entirely covered by a mass of baso- 
philic granules. The individual granules could be 
seen distinctly only in destroyed cells, and they 
were fine and equal in size; they stained well with 
toluidine blue. There were no pathological find- 
ings apart from this, the red and white series 
being normal. The peripheral blood showed a 
normochromic anemia, which gradually became 
worse and did not respond to treatment. No 
pathological cells were found in the peripheral 
blood during the whole course of the illness. 


Comment 


The belief that urticaria pigmentosa is 
a systemic disease was expressed by Little * 
as early as 1906, when he suggested that it 
was a blood disorder. Since then many cases 
have been described, which all point to the 
conclusion that urticaria pigmentosa is a 
generalized disease. Lymphadenopathy is 
regarded as a not uncommon finding. En- 
largement of the spleen and liver have been 
noted by various authors.*” Proliferation 
of tissue mast cells in the bone marrow has 
been described on several occasions.*%? In 
his autopsy report on a child aged one year, 
Ellis! found large numbers of mast cells 
in the liver, spleen, thymus, bone marrow, 
lymph nodes, and pancreas; he also noted 
cirrhosis of the liver. A connection between 
urticaria pigmentosa and liver damage had 
been previously reported by Darier.® In their 
recent report, Reilly and associates * also de- 
scribed fibrosis of the liver. Of considerable 
interest is the discovery of bone changes on 
X-ray examination in certain cases of urti- 
caria pigmentosa.® 

All these findings have tended to focus 
attention on the reticuloendothelial system, 


Loewenthal et al. 


and the veiw has been expressed that the 
disease is a reticulosis. It has been known 
for many years that tissue mast cells play 
a part in chronic and subacute infections; 
however, their significance is far from clear. 
It is of interest to note, in this connection, 
that mast-cell tumors are not uncommon in 
the dog ?°; these tumors are generally be- 
nign, but occasionally they take on a malig- 
nant form. It is not known what is the 
relationship between these tumors and mast- 
cell disease in human beings. 

On studying the findings in our case, the 
main gross changes seen at autopsy were 
the skin lesions, hepatosplenomegaly, and 
the effusions into the serous cavities. The 
sross findings were thus rather meager and 
nonspecific and made a striking contrast 
with the widespread histological lesions. 
Microscopically, profuse mast-cell infiltra- 
tions were to be found in many organs; they 
were often located in the walls of small 
blood vessels and in the surrounding tissues. 
The finding was commoner in venules than 
in arterioles. Of interest was the subendo- 
thelial proliferation of mast cells, occasion- 
ally in the form of a “button” protruding 
into the lumen. The lesions thus resembled 
arteritis and periarteritis, or phlebitis and 
periphlebitis. They were commonest in con- 
nective tissue. In the kidney, the perivascu- 
lar masses of mast cells radiated out into 
the interstitial tissue. Lesions were to be 
found in the wall of the small intestine, in 
the capsule of the hypophysis, in the pros- 
tate, in the buccal submucosa, and in the 
lymph nodes, liver and spleen. Of interest 
were the collections of mast cells under the 
endothelium of the aorta and around small 
vessels in the aortic wall. 

In relating our findings with other de- 
scribed cases of mast-cell disease, it is worth 
noting the absence of bone changes, both 
clinically and histologically, in our case. We 
found no enlargement of the lymph nodes. 
In the liver the increase of fibrous tissue 
was very slight, but there was a massive in- 
filtration of mast cells radiating out from the 
portal tracts, with considerable distortion of 
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the lobular architecture. It seems reasonable 
to infer that the changes in our case are the 
precursor of the cirrhotic changes noted by 
other authors. 

A hemorrhagic tendency was noted clini- 
cally in the region of the skin lesions, but 
no general disturbance of the clotting mech- 
anism of the blood was discovered. With the 
great increase of tissue mast cells, one might 
perhaps have expected an excess of heparin 
production and a corresponding disturbance 
in the coagulation of the blood. Microscopi- 
cally, small hemorrhages were’ noted in the 
vicinity of the mast-cell collections in a 
few regions, such as the spleen and the 
wall of the aorta. However, it should be 
stressed that the hemorrhages were very 
small in extent and few in number. 

The findings in the dermis were typical 
of urticaria pigmentosa. The infiltration was 
very dense, but otherwise showed no special 
features worthy of note. 

In many areas, the mast cells were ac- 
companied by lymphocytes and occasionally 
by plasma cells; these, however, were not 
to be found in large numbers. Sometimes, 
the lymphocytic infiltrations were away 
from the masses of mast cells. 

The greatest profusion of mast cells was 
in the spleen. They were in large groups 
which did not generally appear to have any 
special distribution, although they were 
sometimes arranged around venules or 
around the remnants of lymph follicles. Of 
interest was the finding of a few small areas 
of “fibrinoid” necrosis in the remnants of 
the white pulp. 

The etiology of the disease remains an 
unsolved problem. The findings in our case 
give no reason to suppose that it is a neo- 
plastic process. There are several features 
which seem to point in the direction of a 
systemic inflammatory process: the perivas- 
cular nature of the lesions, their predeliction 
for connective tissue, and the accompanying 
lymphocytic infiltration. The view has been 
expressed that the disease is a reticuloendo- 
theliosis; the most striking finding in our 
case is the proliferation of the mast cells 
directly under the endothelium of blood ves- 
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sels, giving the impression that the mast 
cells arise from the endothelium itself. This 
finding seems to be consistent with the view 
that the disease is a reticuloendotheliosis. 


Summary 


An autopsy report is given on a case of 
systemic mast-cell disease, the clinical 
features of which have been described in a 
previous issue of this journal. The skin 
lesions are typical of urticaria pigmentosa. 
Macroscopically, the chief findings are 
hepatosplenomegaly and effusions into the 
pleural and peritoneal cavities. Histologic- 
ally, profuse collections of tissue mast cells 
are found in many of the internal organs, 
especially the spleen, liver, and bone mar- 
row. The distribution of the mast cells is 
often perivascular or subendothelial. The 
etiology is briefly discussed. 

Hadassah Municipal Hospital. 
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Morphea-like Epithelioma 


Further Observations 


J. B. HOWELL, M.D., Dallas, Texas, and MARCUS R. CARO, M.D., Chicago 


Morphea-like epithelioma is a controver- 
sial tumor and many cases have been re- 
ported erroneously under this heading.’ The 
diagnosis does not seem to have a uniform 
picture to all dermatologists, and American 
and European authors have used the term 
with different meanings.” 

To many dermatologists in the United 
States the term “morphea-like epithelioma” 
has meant a superficial cicatrizing basal-cell 
carcinoma, the so-called “field fire” epithe- 
lioma, which resembles localized scleroderma 
only in its central, partially healed portion. 
We believe that superficial cicatrizing basal- 
cell epithelioma and morphea-like epithe- 
lioma are not alike clinically or histologically 
and that they differ also in their behavior, 
prognosis, and response to treatment. We 
agree with Vilanova** that of the many 
epitheliomas that have been labeled as mor- 
phea-like only one form merits that desig- 
nation and that is the relatively rare primary 
sclerodermiform basal-cell carcinoma. Ex- 
cluded from this group should be the 
epitheliomas that have a large component of 
scar tissue secondary to treatment (with 
electrosurgery, caustics, chemicals, etc.) or 
secondary to injury or scarring disease. 
Likewise one should exclude carcinoma en 
cuirasse, which generally represents a lym- 
phatic spread from carcinoma of the breast, 
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although in France and Germany the terms 
scleroderma-like and morphea-like epithe- 
lioma are sometimes applied to carcinoma 
en cuirasse. 


Reported Cases 


A study of the literature shows that in- 
complete delineation of the reported cases 
is responsible for these differences in classi- 
fication. The publication of a photograph 
or drawing of the lesion and a photomicro- 
graph or adequate description of the histo- 
pathologic findings in the early cases would 
no doubt have reduced much of the present 
confusion concerning this tumor. 

In the first report on this subject, 
Danlos ® in 1899 called attention te an epi- 
thelioma on the neck of a 43-year-old 
woman which simulated a_ circumscribed 
sclerodermic plaque or xanthoma. He be- 
lieved the lesion to be an unusual form of 
epithelioma and he considered the possibility 
that the epithelium of circumscribed sclero- 
derma might have undergone malignant 
change in his patient. In the same year 
Stelwagon® exhibited a man before the 
American Dermatological Association with 
a flat epithelioma of the temple resembling 
morphea. 

The real foundation for this entity, how- 
ever, lies in the report by Pernet? in 1912 
of the case he and Crocker studied jointly 
(Fig. 1). Ata clinical meeting of the Third 
International Congress of Dermatology in 
1896 and again at a meeting of the Derma- 
tological Society of London, Crocker ® pre- 
sented a woman aged 36 who had had a 
plaque on the temple for three and a half 
years. The lesion began as a small white 
spot and it had been growing more rapidly 
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Fig. 1—Morpheiform rodent ulcer. The first 
illustration of a morphea-like epithelioma. A draw- 
ing of the tumor from Crocker and Pernet’s pa- 
tient. (From Pernet: G.: Morpheiform Rodent 
Ulcer, Ikonograph Dermat. 6:243, 1912.) 


for one year to measure 3.14 by 2.34 cm. 
It was a roughly circular well-defined, firm, 
raised plaque of a pale yellowish-white tint, 
and over its surface coursed dilated b!ood 
vessels, proceeding from the borders to- 
wards the center and communicating by 
minute anastomotic branches. At the point 
where the patient said it had first appeared 
the lesion was slightly depressed, white, and 
cicatrical-looking, and adjoining this area 
and almost coalescing with it was a some- 
what similar depression which was covered 
by a crust. For a long time there had been 
a great deal of itching present, and the 
crusted area was a recent development which 
followed an excoriation. The lesion was ex- 
cised well beyond its apparent border, but 
it recurred again and again, necessitating 


Fig. 2—Clinical and ee 


histopathologic features 
of a basal-cell cancer 
showing partial central 


healing with atrophy and 
scar formation. Note the 
elevated rolled edge of 
the lesion. Reported as a 
morphea-like epithelioma 
by M. L. Heidingsfeld. 
(From Heidingsfeld, M. 
L.: Morphea-like Epi- 
thelioma, J. Cutan. Dis. 
31 :379, 1913.) 
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repeated excisions. Histologically it was a 
rodent ulcer. 

According to Pernet, Hartzell ® came the 
closest of anyone to duplicating his case. 
Heidingsfeld # in 1913 reviewed the cases 
previously reported and presented a case 
with the first clinical photograph and photo- 
micrograph of morphea-like epithelioma in 
the literature (Fig. 2). To us the lesion 
represents a good example of superficial 
cicatrizing basal-cell epithelioma and not at 
all morphea-like epithelioma, and this im- 
pression is confirmed by a subsequent report 
of the same case.’! The cases presented as 
morphea-like basal-cell epitheliomas in the 
Society Transactions by Levin,!2  Michel- 
son,' Montgomery and Culver,’* Traub,!4 
Goodman,” Abramowitz,!® Johnson,!7 Cos- 
tello,1® and Finnerud !® were identical with 
that in Heidingsfeld’s patient, judging from 
the clinical description given. The case of 
Gougerot and Eliasheff’s?° likewise be- 
longed to the group of superficial cicatrizing 
epitheliomas. 

One of us (J. B. H.) saw the patient 
with morphea-like epithelioma presented as 
Case 93 by Forman *! at the Tenth Inter- 
national Congress of Dermatology, and also 
studied a photograph and a colored lantern 
slide of Lobitz’s ?* case (Plate 1-A) pre- 
sented at the New England Dermatological 
Society on Oct. 10, 1954, and Lawrence and 
Green’s case presented at the Pacific 
Dermatological Association in August, 1955. 
These cases represent excellent examples of 
primary morphea-like epitheliomas and they 
duplicate the cases of Crocker and Pernet 
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MORPHEA-LIKE EPITHELIOMA 


Plate 1—A, morphea-like epithelioma showing a depressed center, crossing of the surface 


of the lesion by telangiectasia, and absence of an elevated pearly border. The lesion was 2 cm. 
in diameter and it had been located on the cheek of a 34-year-old housewife since childhood. 
(Courtesy of Walter C. Lobitz, Jr., M.D 
__ B, small morphea-like epithelioma on the malar area of 20 years’ duration, showing yellow- 
ish color, telangiectasia, and a smooth shiny surface without ulceration. 

C, morphea-like epithelioma on the chin, showing a white color, a poorly defined margin 
and a small central crust following trauma. 


(Colored illustrations made possible by the courtesy of Duke Laboratories, Inc., Stamford, 
nn. 


Howell—Caro 








and our own. The cases of Fordyce,?* Mad- 
den,?* Belisario,2> and Pinkus ? are likewise 
acceptable as morphea-like epithelioma. Two 
of the cases presented in our first paper ** 
should not be recorded as primary morphea- 
like epitheliomas but rather as secondary 
fibrosing carcinomas following treatment. 


Description of Clinical Features 


The clinical appearance of morphea-like 
epithelioma does not generally suggest a 
neoplasm. The tumor does strikingly re- 
semble an area of morphea, and this feature 
should be emphasized by the continued use 
of the designation morphea-like epithelioma. 

The salient features of distinction are as 
follows: (1) wax-like white or yellowish- 
white color (Plate 1-A, B, C) ; (2) localiza- 
tion to the head and neck region; (3) 
difficulty in defining the margin of the le- 
sion* and the conspicuous absence of a 
rolled edge or thread-like elevated pearly 
border (this feature differentiates morphea- 
like epithelioma from the superficial cicatriz- 
ing epithelioma) ; (4) the sclerous consist- 
ency of the lesion which suggests a piece 
of leather let into the skin; (5) absence of 
ulceration or crusting of the surface unless 
secondary to trauma or treatment; (6) a 
smooth shiny surface which may on -occa- 
sions be covered by an almost imperceptible 
scale, while older lesions may have a de- 
pressed or delled center; (7) traversing of 
the surface of the lesions by telangiectasia ; 
and (8) failure to respond to conventional 
therapy. 

The onset of the growth may be quite 
early and it may occur even in childhood. 
Most lesions appear in early adult life, al- 
though they have been seen to commence 
as late as the seventh or eighth decades, and 
there is no significant difference in incidence 
between men and women. The evolution of 
this cancer is slow and its growth is almost 
imperceptible. 

The lesion generally is single. In only 
one of our patients have two different mor- 


* The use of the Wood's light for defining the 
margin of the tumor was suggested by Crawford 
(discussion of Caro and Howell”). 
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phea-like epitheliomas been observed. The 
shape is variable, and the size varies from 
a few millimeters in diameter to an area as 
large as one-half of the forehead. This 
tumor is not common in association with 
farmers’ and sailors’ skin, xeroderma pig- 
mentosum, or chronic roentgen dermatitis, 
and apparently it does not develop from 
the precancerous dermatoses. 


Histopathologic Features 


In our previous paper 7° we stated that 
of the 34 specimens examined 32 were 
basal-cell epitheliomas, while 2 were of the 
prickle-cell variety. Further study has con- 
vinced us that the two latter were errone- 
ously interpreted and were actually 
cornifying basal-cell epitheliomas. The le- 
sion on the chin illustrated in Figure 3 and 
in the photomicrograph in Figure 6 of that 
paper was not treated, and it has continued 
to enlarge slowly during the intervening six 
years to double its size.. A specimen was 
removed again recently for histopathologic 
study, and it now unquestionably shows the 
features of a basal-cell morphea-like epithe- 
lioma. 

A section stained with hematoxylin-eosin 
(Fig. 3) shows a flattened epidermis with 
an absence of rete pegs, an intact granular 
layer, and a thin non-nucleated scale. There 
is a moderate degree of intercellular and 
intracellular edema in the epidermis, es- 
pecially marked in the basal layer. Through- 
out the corium there are many sharply 
outlined linear bands and nests of elongated 
cells with dark nuclei resembling basal cells. 
These vary in thickness from two cells to 
wide bands and in size from small wisps to 
large strands. In most of these the basal- 
type cells are densely packed, but in others 
they are loosely aggregated. The direction 
of most of the groups is perpendicular to 
the surface, but several are horizontally 
placed or are slanted. 

Immediately beneath the epidermis there 
is a narrow band of loose corium in which 
lie many dilated thin-walled blood vessels. 
Beneath this lies a wide horizontal band of 
senile elastosis which stains grayish-lavender 
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with hematoxylin-eosin and an amorphous 
dark purple with aldehyde-fuchsin stain. 
Staining with the von Kossa stain shows 
the complete absence of calcium and with 
crystal violet stain the absence of amyloid 
from the masses of senile elastosis, although 
traces of amyloid may be demonstrated in a 
few places at the dermoepidermal junction. 

The rest of the corium is filled by a 
densely packed connective tissue containing 
thickened collagen fibers and many elastic 
fibers, both of which stain normally with the 
aldehyde-fuchsin stain. These fibers are 
seen to be especially thickened and whorled 
concentrically about the nests of cancer cells. 
Several hair follicles and a sweat gland are 
present in the section, but there are no se- 
baceous glands. 

One cannot determine the origin of these 
cancer cells from a study of our sections. 
In several places there is an apparent con- 
tact between the epidermis and nests of 
cancer cells. The darker staining of the 
cancer cells and the presence of edema at 
the points of contact make it more likely 
that the cancer cells have reached the epi- 
dermis by extension from below rather than 
originating from the basal layer. The prox- 
imity of nests of cancer cells to the hair 
follicles in several places may suggest a 
pilar origin, but this too may be explained 
by the growth of the cancer toward the hair 
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Fig. 3—Basal-cell mor- 
phea-like epithelioma. 
Section demonstrating the 
flattened epidermis, di- 
lated superficial blood 
vessels, linear bands of 
cancer cells, one showing 
contact with the epider- 
mis, and the presence of 
hair follicles and a sweat 
gland. Hematoxylin and 
eosin; reduced about 35% 
from mag. X 70. 


follicles with possible eventual adherence to 
them. 

A section from another case of morphea- 
like epithelioma (Fig. 4) shows a thin and 
flattened epidermis that is separated from 

Fig. 4—Basal-cell morphea-like epithelioma. 
Section demonstrating two keratinous cysts just 
beneath the epidermis, the superficial band of senile 
elastosis, and the many linear strands of cancer 


cells. Hematoxylin and eosin; reduced about 40% 
from mag. X 100. 











the tumor mass by a superficial horizontal 
band of senile elastosis. The tumor consists 
of many narrow strands of basal-cell cancer 
that lie in a densely packed connective tissue 
stroma. In one place two follicles are sec- 
tioned just beneath the epidermis to produce 
keratinous cysts. The presence of such cysts 
in sections may at times lead to the erron- 
eous diagnosis of squamous-cell epithelioma 
in cases of basal-cell morphea-like epithe- 
lioma. 

While in many specimens the direction 
of the cancer strands is perpendicular to 
the surface, we have often seen them extend 
horizontally. In early lesions there is often 
a horizontal band of narrow streaks of 
densely packed cancer cells located super- 
ficially in the corium and lying in a stroma 
of dense fibrous tissue. Such a band is 
sharply demarcated from the epidermis and 
from the surrounding normal corium. Its 
flat shape, sclerous consistency, and super- 
ficial location are responsible for the mor- 
phea-like appearance and for the absence of 
a raised nodular border. 


Diagnosis 


The diagnosis of the tumor under discus- 
sion should be confirmed histopathologically, 
for benign nevoid anomalies of the hair 
follicles and sweat glands are sometimes dif- 
ficult, if not impossible, to differentiate 
grossly from morphea-like epithelioma. The 
histopathologic features, however, are diag- 
nostic, and the clinician should not delay in 
obtaining a specimen for biopsy in every 
suspected lesion, for a biopsy may be de- 
pended upon to differentiate morphea-like 
epithelioma also from morphea, localized 
senile elastosis, chronic discoid lupus ery- 
thematosus, and superficial cicatrizing epi- 
thelioma. 


Methods of Treatment 


Morphea-like epithelioma does not re-- 


spond to many of the accepted methods of 
treatment for cutaneous cancer. From per- 
sonal experience and from the examination 
of records of treated cases in the literature 
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it is apparent that the tumor should not be 
treated by electrocoagulation, curettage, 
cautery destruction, the Sherwell technique, 
roentgen ray therapy, or the application of 
surface plaques or tubes of radium. Fol- 
lowing these conventional methods of treat- 
ment the incidence of persistence or re- 
currence has been very high. 

Adequate excision of the tumor is often 
the treatment of choice, but much wider and 
deeper removal than usual is indicated. Ap- 
propriate grafts may be required if the 
defect following excision cannot be closed. 
Low-intensity radium needle therapy has 
been used in treating this tumor and it has 
proved to be as effective as surgical inter- 
vention. In selected areas, such as the nose, 
the medial canthus, and the chin, where wide 
excision is undesirable, low-intensity radium 
needle implantation is preferable to surgical 
operation. Seven patients have been treated 
with low-intensity radium needles in the past 
three to five years, and all responded favor- 
ably and have remained well without 
recurrence. The chemosurgical procedure 
introduced by Mohs ?* should also be suc- 
cessful in removing all traces of this form 
of cancer. 


Natural Course 


Relatively little has been written on the 
behavior or natural course of the tumor. 
Pernet stated that the tumor in his patient 
was excised well beyond the apparent 
border, but the growth recurred again and 
again. Others since have shared this experi- 
ence. In one of our patients ** the epithe- 
lioma progressed to involve approximately 
the entire right half of the forehead, despite 
roentgen therapy, electrocoagulation, and the 
application of a radium plaque, and it was 
fixed to the periosteum. The tumor, which 
measured 6 by 5.5 cm., was excised widely 
by a plastic surgeon, and the defect was 
covered by a skin graft. The frontal bone 
was apparently not involved by the infiltrat- 
ing epithelioma, but recurrent carcinoma 
was noted at the lower border of the graft 
in the region of the right eyebrow five years 
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later. Two attempts to remove this remnant 
of the morphea-like epithelioma by excision 
down to periosteum have been made during 
the past year, but whether complete re- 
moval has been accomplished is still in 
doubt. 

Generally the growth progresses very 
slowly. Pinkus? observed a patient with a 
quarter-sized morphea-like epithelioma on 
the upper lip, and the duration of the lesion 
was estimated to have been at least 25 years. 
A housewife who had noted a white papule 
on her right cheek since early childhood was 
presented by Lobitz * at the New England 
Dermatological Association. At the age of 
34 the morphea-like epithelioma was a 
plaque only 2 cm. in diameter. Many of 
these tumors follow a relatively benign 
course and often they may erroneously indi- 
cate that treatment is unnecessary. 

In contrast to this, in Vilanova’s * patient 
the cancer followed a progressive infiltrat- 
ing course similar to that of most aggressive 
rodent ulcers. Attempts at destruction by 
radium tubes, carbon dioxide refrigeration, 
and a caustic paste failed, and wide surgical 
excision was necessary. 

Metastasis of morphea-like epithelioma 
has not. been recorded. Since most of the 
lesions are of the basal-cell type, metastasis 
would not be anticipated. It is possible, 
however, for a combination of prickle and 
basal celis to occur in this tumor, and thus 
metastasis may be theoretically possible. The 
scirrhous character of the stroma favors 
slow local progression, such as is noted in 
scirrhous carcinoma of the breast and stom- 
ach. 

The cause of this tumor is unknown, but 
possibly hereditary factors leading to anom- 
alies of development are responsible. D. L. 
Forman} suggested that this type of 


Summary and Conclusions 


The diagnosis of morphea-like epithe- 
lioma has different connotations to Ameri- 


+ Personal communication to the authors. 
epithelioma might be a distinct entity of a 
nevoid nature. 
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can and European dermatologists. This 
designation should represent only the true 
morphea-like epithelioma as first described 
by Crocker and Pernet. This tumor differs 
in its clinical and histopathologic features, 
its behavior, and its response to treatment 
from the superficial cicatrizing basal-cell 
carcinoma which most American dermatol- 
ogists have called morphea-like epithelioma. 
Epitheliomas that have a large component 
of scar secondary to treatment, infection, 
injury, or some cicatrizing disease should be 
excluded from this category along with the 
scirrhous carcinomas of skin due to lym- 
phatic cutaneous extension. 

The clinical features of importance are its 
striking resemblance to morphea; its selec- 
tive localization to the head and neck region ; 
yellowish-white color; absence of a rolled 
edge, pearly border, or thread-like elevation 
at the periphery; frequent delling of the 
surface; sclerous consistency ; infrequent 
ulceration; generally associated telangiec- 
tasia on its smooth shiny surface, and slow 
growth. 


The natural course of the tumor varies 
from that of a very slowly growing lesion 
in most cases to an invasive, destructive, and 
very dangerous cancer in others. 

The histopathologic features are of great 
value in establishing the diagnosis and they 
are unique. Treatment should be adequate 
surgical excision, low-intensity radium 
needle implantation, or chemosurgery. 


Southwestern Medical College, University of 
Texas. 
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Pseudoatrophoderma Colli, Acanthosis Nigricans, and 


Confluent and Reticular Papillomatosis 


BEATRICE MAHER KESTEN, M.D., New York, and HARRIET D. JAMES, M.D., Boston 


Pigmentation of the skin is a character- 
istic common to the three entities—pseu- 
doatrophoderma colli, acanthosis nigricans, 
confluent and reticular papillomatosis— 
whose names partially identify the disease 
processes. The pigmentation is mottled in 
the first, confluent in the second, and con- 
fluent and reticulated in the third disease. 
Recently the name pseudoacanthosis nigri- 
cans has been suggested for what appears 
to be acanthosis nigricans in obese patients 
and for some cases of confluent and retic- 
ular papillomatosis. It has been suggested 
that pseudoatrophoderma colli might be a 
type of confluent and reticular papilloma- 
tosis and the latter a form of acanthosis 
nigricans. 

This is an attempt to clarify a most vex- 


ing and confusing problem and to circum- 


scribe our terminology. 

The salient literature on the three entities 
will be reviewed. Colleagues have furnished 
the photographs and records of pseudo- 
atrophoderma colli, an entity which appar- 
ently has not been observed in the New 
York area, and of pseudoacanthosis nigri- 
cans, which does not seem to exist in the 
Chicago area. The records of five Negros 
with confluent and reticular papillomatosis, 
observed at the Vanderbilt Clinic during the 
past four years, will be presented. 
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Pseudoatrophoderma Colli 


Becker and Muir,’ in 1934, suggested the 
name “pseudoatrophoderma colli’ for a 
symptomless, persistent, pigmentary dis- 
turbance involving the neck and upper 
thorax. In the previous nine years Becker 
had observed it in three young white women. 
One case was reported in detail, and, to 
quote from their paper, 

. . . the appearance of the lesions was that of a 
pigmentary disturbance suggesting vitiligo. . . . 
The lesions appeared to be atrophic. On close 
inspection the apparently depigmented portion was 
seen to be glossy, and the apparently pigmented 
regions consisted of epidermis thrown up into tiny 
folds. When the skin was put under tension, the 
contrast between the shiny and the dull areas was 
less marked but was still visible, and the dull areas 
were covered with fine scales. When traction was 
released, wrinkling was again apparent. While 
it was difficult to outline the individual lesions, the 
shiny pseudo-atrophic plaques seemed to be ar- 
ranged largely in a vertical direction. [Micro- 
scopic study of one of the lesions showed that] 
the stratum corneum was thick and loose. The 
stratum granulosum consisted of one layer of 
cells. The stratum mucosum was thin in one por- 
tion of the section and somewhat thickened in 
another, although not to a great extent. The 
papillae varied in prominence, but were, in gen- 
eral, not very prominent. The superficial vessels 
were dilated. A few dilated lymph spaces were 
also seen. The subpapillary portion of the dermis 
was loose and appeared edematous although the 
collagen stained normally. Elastic fibers were 
present throughout, but were less conspicuous in 
the areas of loosened collagen. Pigmentation was 
about the same throughout. 

There was no response to local medication 
and only a temporary response following 
ultraviolet therapy. 

This patient and another with identical 
lesions had been studied by Becker at the 
University of Chicago Clinics during the 
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previous five years. On O’Leary’s service 
at the Mayo Clinic in 1925, Becker and 
Michael saw the initial case. Michael, in 
discussing Becker’s contribution, reported 
that the eruption had disappeared com- 
pletely after eight years. O’Leary? later 
stated that study on this patient led to the 
conclusion that the process was essentially 
a superficial type of atrophy in spite of the 
fact that clinical. evidence was negligible. 
He agreed that pseudoatrophoderma was an 
appropriate name for this benign entity of 
self-limited type but stated that “colli” had 
been dropped because lesions occurred on 
the trunk as well as the neck. 

At a meeting of the Los Angeles Der- 
matological Society in 1934, Ayres? pre- 
sented one of two sisters for diagnosis. 
This 16-year-old school girl had an erup- 
tion of one and one-half years’ duration, 
which had begun on the back of. the neck, 
then spread to the sides of the ‘neck, 
scapular region, and chest. The eruption 
was ill-defined, and consisted of a some- 
what mottled, dirty-looking gray-brown pig- 
mentation; in places, especially over the 
lower part of the chest, it showed some- 
what adherent fine scaling. On the sides of 
the neck and over the clavicles there were 
white atrophic-appearing macules_ which 
were definitely depressed. The impression 
was that the eruption was associated with 
a fungus infection although no fungi had 
been isolated on repeated examinations. The 
patient’s sister, one year younger, had been 
examined by Ayres and was found to have 
a similar eruption confined to the inter- 
mammary region. 

At the 1939 meeting of this Association, 
Frost? reported in detail on the two sis- 
ters. The eruption which had been present 
on the elder sister’s skin for six years had 
extended somewhat; however, certain le- 
sions had disappeared and left normal skin. 
Areas of darker brown were interspersed 
with irregular and ill-defined areas in which 
the color was lighter than normal. There 
was a fine, crinkly scale, which looked as if 
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a thin layer of collodion had been applied 
and left for several days. When the skin 
was stretched slightly, these wrinkles were 
smoothed out completely, but a fine, branny 
desquamation could be seen. The lesions 
on the neck were so arranged as to give a 
striped appearance, forming more or less 
symmetric and vertical columns. On the 
chest they had a little tendency to distribu- 
tion in the lines of cleavage. Eighteen 
months previously a plaque of lichenifica- 
tion suggesting lichen simplex chronicus 
had appeared on the nucha. This had re- 
sponded to tar ointment. There were no 
subjective symptoms. 

The younger sister’s eruption had ex- 
tended from the intermammary region to 
include the inner half of the breasts. It 
was similar to that of her sister but was 
café-au-lait-colored. On histologic examina- 
tion of lesions from both sisters the sec- 
tions were similar to that described by 
Becker. In addition, occasional parakerato- 
sis, a. slight perivascular infiltration of 
round cells in the corium, and fairly dense 
fibrous tissue around some of the sebaceous 
glands were noted. 

Three additional cases have been reported 
by our California members, Lunsford,‘ 
Ayres,*® and Obermayer and _ Becker.’ 
Templeton ? has discussed a patient with an 
extensive pseudoatrophoderma whom he ob- 
served. 

Summary.—The nine cases described 
showed a striking similarity of clinical and 
histologic lesions. The patients, all white 
females and one of Mexican ancestry, were 
in good health. One was obese, one was 
pregnant, and another was receiving treat- 
ment for sterility and hypothyroidism. The 
eruption occurred in two sisters and in an- 
other there was a family history of hyper- 
keratoses of the palms and soles. When 
first observed, the patients were from 15 to 
34 years of age and the disease had been 
present from three months to 15 years. 

The lesions usually began on the back of 
the neck, slowly encircled it, and spread over 
the upper chest. In about half of the pa- 
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tients lesions continued to spread over the 
trunk and occasionally appeared beneath the 
breasts, on the buttocks, mons veneris, and 
arms. In addition to the mottled pigmenta- 
tion and characteristic macules, hypertrophic 
papules appeared in the lesions on the back 
of the neck or in the intermammary region 
in two patients. (At first glance, with the 
exception of one patient whose lesions re- 
sembled early acanthosis nigricans, the 
lesions resembled pityriasis versicolor.) In 
only one patient the lesions began and per- 
sisted in the intermammary area. 

Histologic examination of lesions from 
seven patients may be summarized as fol- 
lows: The epidermis was edematous and 
wavy. There was alternate thinning and 
thickening of the corium with occasional 
keratotic plugging of the hair follicles. 
There was occasional parakeratosis and 
thinning of the granular layer, Acanthosis 
was present in some areas and in some 
vacuolated and pyknotic prickle cells were 


‘noted. Pigment was moderately increased 


in one case. There was moderate edema of 
the corium, dilation of superficial blood ves- 
sels, and minimal perivascular lymphocytic 
infiltration. The elastic tissue was frag- 
mented in one case and normal in the other 
six. Montgomery *® studied lesions in serial 
section from two young patients with pseu- 
doatrophoderma colli. In addition to the 
features noted above there were definite 
zones of atrophy of the epidermis in the 
lesions from both patients. 

In spite of local therapy, the course of 
the disease was one of gradual spread of 
the lesions with partial regression at in- 
tervals, except for spontaneous resolution in 
one patient observed by O’Leary. Last year, 
however, Ayres reported disappearance of 
the lesions in two patients whom he had 
treated with vitamin A and _ irradiation. 
Becker and Ayres were of the opinion that 
vitamin A deficiency may be a factor. Frost 
suggested that this disease be placed in the 
parapsoriasis group. Montgomery agreed 
that the histologic findings resemble parap- 
soriasis or nonspecific dermatitis with 
atrophy more than they do acanthosis 
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nigricans. Obermayer suggested that the 
lesion might be an epidermal nevus, a con- 
genital anomaly involving the top layers of 
the epidermis. Becker and Ayers were of 
the impression that this entity is more fre- 
quent than the few reports would indicate, 
and, although the lesions appear atrophic, 
they are not. Hence the name _ pseudo- 
atrophoderma. 


Acanthosis Nigricans and 
Pseudoacanthosis Nigricans 


We agree that acanthosis nigricans is not 
a good descriptive name for this easily 
recognizable pathognomonic papillary dys- 
trophy. Histologically, neither acanthosis 
nor pigmentation needs be an outstanding 
feature. Current additions to the name 
seem incongruous, as the appearance of this 
benign dermatosis is not predicated on the 
patient’s age, weight, or associated diseases. 

In 1949 Arguelles Casals,’ of Cuba, 
called attention to a pigmented papillary 
dystrophy which he had observed in three 
Negro women. They were between the ages 
of 25 and 41 and had pigmented papules in 
the skin of the nucha. The surrounding skin 
was hyperpigmented and wrinkled, and the 
normal furrows and folds were exaggerated. 
In one patient this pigmentary dystrophy 
extended around the neck and had a ten- 
dency to be striated. In two of the patients 
the pigmented papules were in the axillae 
and in one they were in the inguinocrural 
areas. Two of the patients were obese and 
one was thin. Arguelles Casals believed this 
dystrophy to be physiologic, confined to the 
Negro race, and that it was not to be con- 
fused with typical acanthosis nigricans. 

Curth,™ in 1951, coined the name pseudo- 
acanthosis nigricans for a nonhereditary 
dermatosis occurring in obese persons of 
brunet complexion. The skin lesions, clinic- 
ally and histologically, were not qualitatively 
different from those of acanthosis nigricans, 
but were on a smaller scale. Perspiration, 
maceration, friction, and pressure were 
identified as factors capable of eliciting the 
appearance of the lesions. They appeared 
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Fig. 1 (Case 1).—Sixteen-year-old Negro with 
acanthosis nigricans and obesity. Increased skin 
folds and pigmentation encircling the neck. 


near puberty and with the’ onset of obesity. 
Curth believed it was important to dis- 
tinguish pseudoacanthosis nigricans from 
acanthosis nigricans because the former was 
not related to cancer, was dependent on 
obesity, which was considered to be an en- 
docrine disorder, and because the lesions 
disappeared with weight reduction. She 
noted that acanthosis nigricans occasionally 
occurred in obese patients and concluded 
that the diagnosis would be settled only by 
prolonged observation of obese patients with 
such lesions. 

As the juvenile type of acanthosis nigri- 
cans-is rather commonly associated with 
obesity, considerable doubt has been ex- 
pressed recently over the validity of adopt- 
ing this third category Curth,!* after 
studying the records of four cases which 
Webster 1* had diagnosed as the juvenile 
type of acanthosis nigricans, stated categor- 
ically that they were examples of pseudo- 
acanthosis nigricans. Three cases of 
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Fig. 2 (Case 1).—Acanthosis nigricans. In- 
crease in skin folds and confluent central pig- 
mented area with peripheral pigmented reticula- 
tion. 


acanthosis nigricans of the juvenile type 
associated with obesity and pituitary dys- 
function, recently reported by Rothman," 
Sheldon and Curtis,5 and Kesten,!* were 
diagnosed as pseudoacanthosis nigricans by 
Curth. The patient reported by Kesten had 
clinical and histologic lesions seen in acan- 
thosis nigricans. 

A summary of this case is presented 
here.* 

Case 1.—Fifteen-year-old obese Negro boy with 
symmetrical increase in pigmentation of the skin 
folds of neck, axillae, and inner thighs of five 
years’ duration (Figs. 1 and 2). The patient had 
had recurrent attacks of severe bronchial asthma 
and pneumonia since the age of 10 months. Gen- 
eralized urticaria and laryngeal edema occurred 
after an injection of penicillin. During an attack 
of pneumonia in 1954 there occurred temporary 
cardiac failure, with carditis, pleural and peri- 
cardial effusion. At this time hemoglobin C trait 
was observed. The patient had had an insatiable 


* Case presented before the Section on-Derma- 
tology, New York Academy of Medicine, April 4, 
1955, but not recorded. 
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appetite since the age of 8 years. There was no 
response to psychotherapy or diet except during 
hospital admissions. The patient’s mother is ex- 
tremely obese and has had pigmented patches of 
skin on the neck and in the axillae since child- 
hood. There are four normal siblings. 

On examination the patient was 71 in. tall and 
weighed 293 lb. There was a generalized increase 
in adipose tissue with increased deposition in the 
abdomen and breasts. The testes were pre- 
pubescent. There were purplish atrophic striae 
over the lower trunk and buttocks. There was no 
acne, hirsutism, or second hair growth. The mu- 
cous membranes were normal. There was an in- 
crease in the skin folds and furrows covered with 
black velvet-like skin encircling the neck, in the 
axillae, and over the inner thighs. Roentgeno- 
grams of the skull were normal. The chest showed 
bronchiolitis with moderate cardiac enlargement. 
The electrocardiogram was that of sinus arythmia. 
The urinalysis was normal except for temporary 
albuminuria. Blood studies, including electrolytes, 
proteins, sugar, and Wassermann, gave normal 
values. Microscopic examination of a section from 
the axilla (Fig. 3) showed a strikingly papillary 
and hyperkeratotic epidermis with an abundance 
of loose keratin cells free of nuclear remains 
covering it and filling the many deep rounded and 
usually broad clefts between the folds. The 
epithelium exhibited moderate acanthosis along 
the base of the clefts with intracellular edema of 
the Malpighian layer. This alternated with mod- 
erate atrophy of epithelium over the papillae. The 
basal layer was well pigmented. The superficial 
portion of the corium, especially within the slender 
papillae appeared edematous and was excessively 
vascular though not congested. About several of 
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the capillaries were small loose infiltrations of 
chronic inflammatory cells, mainly lymphocytes, 
with fewer histiocytes, but occasional polymor- 


phonuclear and plasma cells were seen. The 
deeper corium was intact, as were the secondary 
skin appendages. 

During two years’ observation of this 
patient, in whom a temporary weight loss 
of 40 lb. occurred, followed by a weight gain 
of 110 lb., there was no change in the le- 
sions. The basis for Curth’s insistence that 
the diagnosis in this patient was pseudo- 
acanthosis nigricans rather than acanthosis 
nigricans of the juvenile type is that the 
lesions were associated with obesity and 
were not a genodermatosis. 

Dr. Curth has permitted us to include the 
records of two other patients from the 
Vanderbilt Clinic with the diagnosis of 
pseudoacanthosis nigricans. Neither was ob- 
served sufficiently long to note the effect of 
weight reduction on the lesions. 

Case 2.—A very obese dark-skinned Puerto 
Rican mother, 27 years of age, had hyperpig- 
mented areas in the skin of the neck, chin, and 
between the breasts. A few hyperpigmented ver- 
rucous papules were present in these areas. Sec- 
tions of a lesion from the side of the neck showed 
an extreme degree of hyperkeratosis alternating 
with marked papillomatosis, above which the epi- 
dermis was markedly thinned. There were thin- 
ning of the granular layer and acanthosis and 
intracellular edema in the rete ridges. Conspicuous 


Fig. 3 (Case 1).—Sec- 
tion from area shown in 
Figure 2. Papillomatosis 
and hyperkeratosis. Mod- 
erate acanthosis. Edema 
and inflammatory reac- 
tion in corium. 








and uniform edema of the corium was noted. The 
appendages were normal. 

Case 3.—A markedly obese, Italian, brunette 
girl of 14 years had hyperpigmented areas on the 
neck and in the axillae and groins. The skin 
folds in the axillae were exaggerated and slightly 
papillomatous. Sections from a lesion in the axilla 
showed a marked, loose hyperkeratosis and papil- 
lomatosis alternating with thinning of the epider- 
mis. Acanthosis and pyknosis of the prickle-cell 
layer in the rete ridges were present. Only a 
moderate amount of pigment was observed in the 
basal layer. There was a uniform edema of the 
corium with slight perivascular infiltration of 
lymphocytes. The accessory appendages were 
normal, 

In describing pseudoacanthosis nigricans 
Curth ’? stated that patients suffering from 
this disease might, at times, show changes 
below the breasts and in the intermammary 
areas similar to those described as confluent 
and reticular papillomatosis. The case to 
which she referred as_ illustrating this 
change had been presented previously by 
Andrews ™ as one of confluent and reticular 
papillomatosis, and our histologic study of 
a lesion confirms this diagnosis, The case 
similar to this, reported by Waisman,'? was 
called pseudoacanthosis nigricans because he 
believed confluent and reticular papillomato- 
sis and pseudoacanthosis nigricans were 
identical and he preferred the name sug- 
gested by Curth. 

Summary.—Pigmented papillary dystro- 
-phies resembling acanthosis nigricans were 
reported in obese and nonobese women with 
darkly pigmented skin. In patients with this 
type of lesion, with lesions of acanthosis 
nigricans, and with lesions of confluent and 
reticular papillomatosis, a diagnosis of 
pseudoacanthosis nigricans has been made. 


Confluent and Reticular Papillomatosis 


In 1927 Gougerot and Carteaud '* pre- 
sented a case for diagnosis under the name 
papillomatose pigmentée innominée. The pa- 
tient was a healthy woman 21 years old, 
with a symptomless eruption which began 
in the intermammary region at the age of 
5 years. It had slowly extended, and at the 
age of 14 years, when first observed by 
Gougerot, the patient had confluent pig- 
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mented areas covering the median line of 
the torso. Reticulated pigmented patterns 
spread out over the neck, shoulders, and 
breasts. There was slight involvement of 
the intergluteal and crural folds. The neck 
lesions had the appearance of leukomelano- 
derma. In the less confluent areas papules 
resembling flat juvenile warts were present. 
Certain lesions seemed atrophied, flat, and 
covered with a finely folded nonsquamous, 
epidermis. At a distance, lesions over the 
epigastrium resembled pityriasis versicolor. 
The glandular orifices in the axillae were 
slightly hyperkeratotic and there was some 
thickening of the axillary folds. The mucous 
membranes were normal. 

In 1928 Gougerot and Carteaud * pre- 
sented a similar case under the name papil- 
lomatose pigmentée confluente et réticulée. 
The patient was a woman of 25 years whose 
lesions had been present 2 years. The evolu- 
tion of the lesions was slow and persistent, 
and they did not respond to local therapy. 
Gougerot was of the impression that this 
entity might be an epidermal nevus. He 
also referred to the original case he had 
presented in 1926 under the name parakéra- 
tose brilliante 7° and later changed to “atro- 
phie” brilliante. 

In 1932 Gougerot and Carteaud ?! classi- 
fied self-sustaining eruptions which had been 
confused with proliferative verrucous derm- 
atoses including acanthosis nigricans. The 
three groups were: I, punctate, pigmented 
and verrucous; I], confluent and reticulated, 
and III, nummular and confluent. Group IT 
was particularly emphasized because of its 
characteristic morphology, location, and 
course. Gougerot believed the first lesion in 
Group II to be a papillomatous papule 1 to 
2 mm. in diameter, slightly elevated, flat- 
topped, bright red, and slightly cornified. 
The papules quickly turned gray, then 
brown, and increased to 4 or 5 mm., thus 
resembling flat warts. As the papules in- 
creased in number they gradually merged 
and formed a centrally situated, diffuse, 
even surface, while those at the periphery 
spread out to form a pigmented network. 
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The earliest lesions appeared in the inter- 
mammary and epigastric regions and later 
over the spine. Here they assumed a rhom- 
boidal confluent pattern. They spread up- 
ward and outward over the breasts, 
shoulders, and neck. In the intermammary 
and epigastric regions the eruption re- 
sembled pityriasis versicolor, although fungi 
were not found. 

On microscopic examination, the confluent 
lesion in the intermammary region from 
the patient reported in 1928 was a lamellated 
hyperkeratosis and_ slight papillomatosis. 
The epidermis was sinuous and the rete 
somewhat atrophic. The stratum granulo- 
sum was in part absent and in other areas 
composed of a single row of flattened cells, 
poor in keratohyalin. The Malpighian 
layers were slightly atrophied. The prickle 
cells were globose and had lost their inter- 
cellular filaments. No uniform palisade con- 
figuration of the basal layer was noted. 
There was a slight perivascular infiltrate in 
the corium. The sebaceous glands and hair 
follicles were preserved and the sweat glands 
absent. The elastic tissue was unchanged 
in the region of the papillae and frayed in 
the deeper layers of the cutis, although tinc- 
torial qualities were preserved. 

By 1935. nine cases 1*?? of this new 
dermatosis had been presented, seven at 
clinical meetings in Paris, one by Orol Arias 
in Argentina, and one by Saenz at the 
Cuban dermatological meeting. In addition, 
Behdjet ?* reported a young Turkish woman 
with lesions characteristic of this disease 
and of acanthosis nigricans. Gougerot ?! 
was of the impression that the two entities 
were distinct, but that in this particular 
patient the confluent and reticulated pig- 
mentation might be a transitional form of 
acanthosis nigricans. The ages of the pa- 
tients at onset of the disease were from 5 
to 23 years in the seven women and three 
men affected. Six patients had first noted 
the lesions in the intermammary region, but 
in one this area was not involved. All had 
lesions on the neck, some part of the trunk, 
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and at times scattered lesions elsewhere on 


the body. 

The evolution of the disease was insidious 
and chronic. Local therapy, including kera- 
tolytics, carbon dioxide snow, desiccation, 
and sunlight, was ineffectual. Gougerot 
stated, however, that good results had been 
obtained with x-ray therapy. As the disease 
was not familial, he was of the opinion 
that the cause might be an endocrine dis- 
turbance, especially a dysfunction of the 
thyroid. 

Wise,”* in 1936, presented the first case in 
the United States under the name confluent 
and reticular papillomatosis. Later he and 
Sachs *® included this case report in a review 
of the literature, under the title “Cutaneous 
Papillomatosis.” This markedly obese 
woman of 23 presented evidence of Cush- 
ing’s syndrome together with extensive 
reticulated lesions characteristic of those 
described by Gougerot and Carteaud. The 
lesions around the neck assumed the appear- 
ance of a dark-brown reticulated collar. The 
surface exhibited a finely lamellated scaling 
which could be removed in the form of 
mealy lamellae. There were no papules on 
the neck. On the breasts ard axillae, stri- 
ated formations, which appeared atrophic 
and glistening, were longitudinally disposed. 

Histologic examination of a papule from 
the midepigastric region conformed to that 
previously described by Gougerot with the 
following exceptions: There was _ pro- 
nounced hyperkeratosis, below which the 
epidermis was thinned ; the sebaceous glands 
were atrophied, the hair follicles shrunken, 
and the walls thinned. 

Between 1935 and 1954, an additional 12 
cases 3°41 were reported in foreign journals, 
four of which require special attention. 
Quiroga,** of Argentina, after observing 
two cases, carefully compared the histologic 
reports of confluent and reticular papilloma- 
tosis with acanthosis nigricans and the 
“transitional stage’ of the patient reported 
by Behdjet.27 From these studies and a re- 
view of the literature Quiroga suspected 
that it might be possible to include confluent 
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and reticular papillomatosis within the pic- 
ture of the papillary pigmentary dystrophy 
known as acanthosis nigricans, whether or 
not it was accompanied by a tumor. He 
stated that only by study of new cases could 
the decision be made concerning separation 
or merging of the two diseases. Cordero,** 
of Italy, in reporting a young woman with 
probable pituitary hypoplasia and _ lesions 
characteristic of both diseases, was of the 
opinion that confluent and reticular papil- 
lomatosis was a variant of the juvenile type 
of acanthosis nigricans. Findlay,*® of South 
Africa, observed a 16-year-old European 
girl with characteristic pigmentation al- 
though the primary papule was not seen. In 
the gaps of the pigmented reticulum the 
skin was depressed, smooth, and white. 
There was thickening of the palms. On 
histologic examination, skin taken from a 
confluent lesion of the upper part of the 
abdomen was similar to that described by 
Gougerot with the following exceptions: 
Hyperkeratosis was more obvious in the 
follicle and sweat duct; there was no in- 
crease in melanin, and the elastic fibers 
were normal. He did not believe the disease 
was a subvariety of acanthosis nigricans. 
Rather, he was unable to decide whether 
pseudoatrophoderma colli was a synonym 
for Gougerot’s ®° “parakératose or atrophie 
brilliante.” Miescher *° reported a patient 
who had, in addition to the characteristic 
confluent and reticulated pigmentation, ich- 
thyotic gray-brown macules with a _ red 
undertone and thin crinkled pseudoatrophic 
shiny macules along the midline and on the 
neck. The histologic examination was sim- 
ilar to that reported by Gougerot. There 
was marked improvement in the lesions 
following injections of vitamin A. Miescher 
thought the appellation erythrokeratodermia 
papillaris et reticularis best described the 
disease. 

In the past five years five cases having 
the clinical and histologic picture of con- 
fluent and reticular papillomatosis have been 
reported from the east coast. Andrews, at 
a meeting of the Manhattan Dermatolog- 
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ical Society in 1951, presented an obese 
girl of 14 with characteristic lesions. Before 
the Southern Medical Association, in 1952, 
Waisman ?!7 compared cutaneous papillo- 
matosis, pseudoacanthosis nigricans, and 
benign acanthosis nigricans. In this con- 
tribution he reported on a 25-year-old white 
soldier with typical lesions whose symptoms 
were ameliorated with vitamin A therapy. 
Although the lesions conformed to those 
described by Gougerot and Carteaud, he be- 
lieved that this disease and pseudoacanthosis 
nigricans were identical. He preferred the 
designation pseudoacanthosis nigricans, in- 
troduced by Curth, because it had the ad- 
vantage of simplicity and identified a 
disease which closely resembled acanthosis 
nigricans. Calloway and Ellis, who dis- 
cussed the report, were inclined to agree 
that Waisman had simplified the terminol- 
ogy when he called the entity described by 
Gougerot, pseudoacanthosis nigricans. The 
remaining three patients are included in our 
case reports. 

During the past four years we have ob- 
served five Negro patients with lesions 
clinically and histologically characteristic of 
confluent and reticular papillomatosis. With- 
in a week after the admission of the first 
patient, previously reported by Young, a 
second patient with almost identical lesions 
was seen on the maternity ward. The diag- 
nosis was made on the three remaining pa- 
tients when they were referred for a fungus 
examination, because they were believed to 
have pityriasis versicolor. 

Case 4.—This case was previously reported by — 
Young“ and presented by Young and Kesten® 


(Figs. 4 and 5). The course since 1953 had been | 
one of gradual extension and increased pigmenta- — 


tion of the confluent and reticulated lesions. In — 


the supraclavicular regions and outer thorax the i 
depigmented spots had coalesced to form linear | 
and rounded areas covered with a crinkly epi- 
dermis. Beneath the axillae there were diffuse 
areas of hyperpigmented macules with depig- 
mented, wrinkled, atrophic, nonsquamous centers. 
There was a marked increase in the lines on the 
sides of the neck similar to the exaggerated © 
rhomboidal pattern seen in senile skin. During — 
the patient’s second normal pregnancy in 1954 — 
there was a partial remission. 


Vol. 75, April, 1957 — 















PSEUDOATROPHODERMA COLLI 


Fig. 4 (Case 4).—Confluent and reticular papil- 
lomatosis. Mosaic macular confluent hyperpig- 
mentation on sides of neck with reticulated hyper- 
pigmentation on shoulders. 


Case 5.—This case was previously presented 
by Powell“ but not recorded in the Transactions. 
A Negro girl of 17, with a history of severe dia- 
betes since the age of 11, was admitted to the 
hospital during her second month of pregnancy 
because of uncontrolled diabetes and hypertension. 
Three years previously a diagnosis of pityriasis 


Lc 


Fig. 5 (Case 4).—Reticular pigmentation of 
breast. Discrete and confluent hyperpigmented 
macules with wrinkled atrophic centers. 


versicolor had been made because of pigmented 


lesions on the chest. Fungus examinations were 
negative. The lesions, of four years’ duration, had 
first appeared between her breasts and gradually 
spread upward and laterally over her chest and 
downward to involve the epigastrium. In the past 
year the eruption had appeared over the spine 


Fig. 6 (Case 5).—Dif- 
fuse mottled pigmenta- 
tion of neck and trunk. 
Linear atrophic depig- 
mented skin in supra-~ 
clavicular areas and 
hyperpigmented skin folds 
under chin. 
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Fig. 7 (Case 5).—Increase in skin folds, hyperpigmentation, and scattered less pigmented 


papules in intermammary area. 


and spread to the neck and shoulders. The patient 
was overweight and had moderate hirsutism. The 
skin over the trunk, upper arms, and neck had a 
mottled appearance made up of pigmented retic- 
ulations in which there were depigmented areas. 
Within this mottled pigmentation there were linear 
areas of wrinkled atrophic depigmented skin, par- 
ticularly so in the supraclavicular areas and over 
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Fig. 8 (Case 5).— 
Section from hyperpig- 
mented papules in inter- 
mammary area shown in 
Figure 7. Papillomatosis 
with hyperkeratosis and - 
acanthosis. Edema and 
inflammation in corium. 


the breasts (Fig. 6). Over the rest of the trunk 
in the gaps of the mottled pigmentation were 
depigmented macules, many of which were covered 
with wrinkled, glazed skin. The skin under the 
chin, between the breasts, along the vertebral 
column, and in the axillary folds was deeply pig- 
mented, and the normal folds were exaggerated. 
In the hyperpigmented skin in the intermammary 
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area there were scattered, flat, less pigmented 
papules (Fig. 7). The surface of these papules, 
when rubbed, shed a mealy deposit. 

Sections from a hyperpigmented papule in the 
intermammary area showed a marked hyperkera- 
tosis and papillomatosis with moderate acanthosis 
(Fig. 8). The numerous depressions were filled 
with laminated keratin which included the hair 
follicles. There was slight intracellular edema of 
the prickle cell layers and superficial corium. In 
the corium there was a loose sparse infiltration of 
lymphocytes and histiocytes, with slight  peri- 
vascular infiltration. The elastic tissue and the 
accessory appendages were normal. Section from 
a depigmented area on the chest showed similar 
but less marked papillomatosis and a decrease in 
pigment in the basal layers. 

The patient remained in the hospital, during 
which time her diabetes and hypertension were 
well controlled, although her pregnancy terminated 
in a miscarriage at six months. Without treat- 
ment her skin resumed its normal appearance, 
except for the confluent hyperpigmented papillary 
area in the intermammary region, by the fifth 
month of pregnancy. She returned to the clinic 
a year later with the lesions previously described. 
Since then the pigmentation in the reticular pat- 
tern on the trunk has deepened and the lesions 
have spread to the upper arms. 


Case 6.—This case was previously presented by 
Kesten “ but not recorded in the Transactions. A 
23-year-old Negro, of ectomorph type, was in ex- 
cellent health except for grand mal seizures. These 
had been well controlled over the past six years 
with diphenylhydantoin (Dilantin). Three years 
previous to admission, the patient first noted that 
the skin was becoming depigmented in spots below 
his clavicles. During hot weather itching occurred 
in these areas. On examination, the pigmentation 
had deepened and increased in the folds and fur- 
rows of the skin over the mid third of the chest 
and back. Over the rest of the trunk there was 
a mottled pigmentation in which large areas of 
discrete and confluent depigmentation with a 
deeply pigmented border were noted. The depig- 
mented areas, which tended to be longitudinal 
with the long axis, were wrinkled, shiny, and 
nonsquamous. Encircling the neck, in the supra- 
clavicular areas on the outer trunk and upper 
arms, there was a mottled pigmentation. In the 
gaps there were circular and linear depigmented 
areas covered with shiny, crinkled nonsquamous 
skin (Fig. 9). Similar depigmented small areas 
were present over the upper arms and pubis. The 
axillary folds were increased, and the follicular 
openings were capped with cornified epithelium. 
During the past two years the lesions have con- 
tinued to spread. 


_Fig. 9 (Case 6).—Magnified lesions on upper chest showing the characteristic wrinkled 
shiny macules covered with nonsquamous skin. 
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A section from-a confluent hyperpigmented area 
on the anterior chest showed a moderate degree 
of laminated hyperkeratosis and _papillomatosis. 


Moderate acanthosis was present. In the corium 
there was moderate linear infiltration of lympho- 
cytes with marked keratotic plugging of the hair 
follicles. The elastic fibers of the superficial 
corium were tortuous, beaded, and fragmented, 
but normal in the deeper corium. 

Case 7.—A 26-year-old Negro mother was in 
good health except for vaginitis and dysmenorrhea. 
She had gained 25 Ib. in the past nine years. 
Seven years before admission she noted increased 
pigmentation over the sternum and cervical spine, 
associated with moderate itching. One year before 
admission depigmented spots appeared on the left 
upper chest and spread to the neck and arm, and 
a few weeks later the right side became similarly 
involved. On examination the normal skin lines 
over the sternum and midback were increased, and 
the skin was more deeply pigmented. Follicular 
papules were scattered in these areas. On the sides 
of the neck, the shoulders, upper arms, and about 
the axillae were mottled areas of increased pig- 
mentation. Scattered in these areas were depig- 
mented, shiny, crinkled, irregular areas. 

Microscopic examination of a depigmented 
macule from the upper chest showed a wavy 
epidermis with minimal focal laminated hyper- 
keratosis (Fig. 10). There was occasional para- 
keratosis and focal acanthosis. The superficial 
corium was slightly edematous. A sheath of 
lymphocytes with a few histiocytes surrounded the 
blood vessels and hair follicles. The sweat glands 
were absent from this section. The elastic fibers 
were normal. Examination of the hyperpigmented 
furrowed skin from the midsternum showed the 
epidermis to be slightly hyperkeratotic, with oc- 


536 








A, M. A. ARCHIVES OF DERMATOLOGY 


Fig. 10 (Case 7).— 
Section from upper chest 
from lesion similar to 
Figure 9. Wavy epider- 
mis with minimal focal 
laminated hyperkeratosis, 
occasional parakeratosis, 
and focal acanthosis. 
Edema of upper corium. 


casional areas of acanthosis. In the corium there 
was. a focal infiltration of lymphocytes just be- 
neath the basal layer and a perifollicular infiltra- 
tion of lymphocytes. The elastic tissue was nor- 
mal. 

Case 8.—A thin Negro woman of 37 was in 
good health except for dysmenorrhea. Eighteen 
months previous to admission she noted increased 
pigmentation and permanent “goose pimples” over 
the sternum. A year later depigmented spots ap- 
peared on the sides of the neck, chin, and 
shoulders. 

On examination, a hyperpigmented patch was 
noted over the sternum and the midback, ‘in which 
there were numerous pigmented follicular papules. 
A reticulated network containing depigmented 
macular areas of skin was present on the sides of 
the neck and shoulders. Some macules were cov- 
ered with crinkly skin. 

Histologic examination of a section from the 
anterior chest showed a slightly papillomatous 
and laminated hyperkeratosis. The superficial 
corium was edematous with a slight perivascular 
lymphocytic infiltration. The accessory appendages 
were normal. The elastic fibers in the upper 
corium were normal, but in the deeper parts they 
were frayed and clumped. 

There has been no improvement and new lesions 
have appeared on the arms. 

Summary.—The five patients, four women 
and one man, were Negroes with deeply 
pigmented skin. The lesions had _ been 
present for two to seven years. The ages 
of the patients ranged from 14 to 35 years 
when the lesions first appeared. The male 
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controlled with diphenylhydantoin. The 
four women had a history of irregular and 
painful menses, although two had normal 
pregnancies. Three were obese and two had 
moderate hirsutism. Definite improvement 
in the lesions in two patients was associated 
with pregnancy. The lesions were first ob- 
served in the sternal area by four of the 
patients and on the upper chest by the fifth. 
The course was slowly progressive, with 
partial remission in two patients and then 
progression. 

The confluent and reticulated pigmented 
pattern with areas of atrophy was observed 
in all. To some degree, the lesions involved 
the trunk and neck in all patients. Scattered 
lesions appeared in other areas in three 
patients. In all, the lesions appeared to be 
noninflammatory. In three, new lesions were 
observed, beginning with depigmentation 
around a hyperpigmented follicular orifice. 
The mucous membranes, palms, and soles 
were not involved. The lesions in the axillae 
were follicular hyperkeratoses rather than 
papules. Papules were present in the hyper- 
pigmented areas of three patients. 

On histologic study of eight biopsy speci- 
mens, the confluent hyperpigmented lesions 
were strikingly similar. There was hyper- 
keratosis and usually papillomatosis of a 
moderate degree, together with a moderate 
inflammatory reaction in the upper corium. 
Elastic tissue stains showed the fibers to be 
normal in the majority, but occasionally 
there was beading and fragmentation. Study 
of the depigmented atrophic macules on the 
chest from two patients showed a wavy epi- 
dermis with minimal focal laminated hyper- 
keratosis and occasional parakeratosis and 
acanthosis. There was a moderate edema of 
the corium with slight to moderate infiltra- 
tion of lymphocytes, either perivascular or 
perifollicular. The elastic tissue was nor- 
mal, 

The blood count and urine examination 
were normal in all patients except the one 
with diabetes. Serologic tests for syphilis 
were negative in all patients. Two of the 
obese patients had somewhat lowered meta- 
bolic rates. 
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Therapy consisted of ointments contain- 
ing keratolytics, vitamin A, methoxsalen 
(Oxsoralen) and anticholinergic drugs; x- 
ray therapy, thorium X locally; vitamin A, 
50,000 units daily for four months; weight 


reduction and thyroid extract. None was 


effective. 


Comment 


Pseudoatrophoderma colli, acanthosis ni- 
gricans of the juvenile type and confluent 
and reticular papillomatosis may be non- 
familial epidermal nevi whose appearance 
is associated with pigmentary disturbances 
of endocrine origin. In pseudoatrophoderma 
colli, however, clinical evidence is lacking to 
substantiate this theory. Obesity is com- 
monly associated with the juvenile type of 
acanthosis nigricans, and in the three re- 
cently reported cases there was evidence of 
pituitary dysfunction. In confluent and 
reticular papillomatosis endocrine dysfunc- 
tion may account for the obesity, hirsutism, 
menstrual irregularities, and pigmentation 
observed in some cases. In this connection 
it is of interest that the lesions of two of 
our patients improved during and after 
pregnancy. 

Records of patients with these three 
pigmentary disturbances show that in most 
instances each dermatosis retains its char- 
acteristic pattern. This should offer no 
problem in terminology. Confusion arises 
when new terminology is introduced which 
covers some of the above cases together 
with somewhat similar papillary dystrophies. 
It also arises when patients have lesions 
characteristic of two of the diseases. 

Not uncommonly, obese persons have 
hyperpigmentation and small pedunculated 
or flat growths on the neck and in the skin 
folds. Arguelles Casals and Curth have ob- 
served this to occur particularly in obese 
women with darkly pigmented skin. Ar- 
guelles Casals was of the impression that it 
was physiologic, and Curth that it was 
caused by obesity. Both stressed that this 
papillary pigmentation was not to be con- 
fused with acanthosis nigricans type of pig- 
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mented papillomatosis. This acanthosis 
nigricans in obese young adults and some 
cases of confluent and reticulated papilloma- 
tosis are designated as pseudoacanthosis 
nigricans by Curth. 

Five cases were reported in the literature 
with lesions characteristic of both acanthosis 
nigricans and confluent and reticular papil- 
lomatosis. As noted by Quiroga and others, 
in these cases the histologic findings were 
almost identical. These observations have 
led to the suggestion that in some instances 
confluent and reticular papillomatosis is a 
subvariety or transitional form of acanthosis 
nigricans. The topography, characteristic 
confluent and reticular pattern, and atrophic 
lesions in our patients did not suggest the 
clinical diagnosis of acanthosis nigricans. 
However, sections from the confluent pig- 
mented papillary lesion of the intermam- 
mary region ** in Case 5 (Fig. 8) were in- 
distinguishable from those of the Negro 
boy ?® (Case 1, Fig. 3) with acanthosis 
nigricans. 

To add to the confusion, our five Negro 
patients have, in addition to the confiuent 
pigmented pattern in the midline of the 
torso, what appears to be pseudoatropho- 
derma colli. 

In comparing pseudoatrophoderma colli 
and confluent and reticular papillomatosis 
it may be noted that both commonly oc- 
curred in the second decade. Previous to 
Ayres’ recent report of the successful use 
of vitamin A in pseudoatrophoderma colli, 
the course of both diseases was chronic and 
insidious. The nine reported cases of pseu- 
doatrophoderma colli were in females, as 
were two thirds of the 29 cases of confluent 
and reticular papillomatosis. In all but one 
case the lesions of pseudoatrophoderma colli 
were first observed on the neck. In the ex- 
ception and in most cases of confluent and 
reticular papillomatosis the lesions began in 
the intermammary areas. In both, the 
lesions were predominately on the trunk and 
neck, with occasional lesions elsewhere, in- 
cluding the axillae. The mucous membranes 
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were not involved in typical cases of either 
disease. 

Gougerot stressed the papule as_ the 
primary lesion, although neither he nor 
others observed papules in all cases. In two 
of our patients new lesions began on the 
upper thorax as deeply pigmented dots at 
the follicular openings encircled by minute, 
depigmented halos. The depigmented halos 
slowly increased in circular or linear ar- 
rangement. Some became atrophic and 
covered with wrinkled skin. Papules ap- 
peared in three patients only in the hyper- 
pigmented furrowed skin of the midtorso. 

From the descriptions and photographs 
of patients with pseudoatrophoderma colli 
and observations on our patients we should 
like to bring up for discussion the possibility 
that pseudoatrophoderma colli is a form of 
confluent and reticular papillomatosis. Ober- 
mayer was of the impression that the 
papules in pigmented areas on the neck of 
a patient with pseudoatrophoderma colli pre- 
sented by Ayres® were not part of the 
picture. “Gougerot and Carteaud ** regarded 
the atrophic changes in confluent and retic- 
ular papillomatosis as secondary findings. 
Findlay suggested that the similarities of 
the two diseases were worth considering. The 
lesions of confluent and reticular papilloma- 
tosis are initially minute papules in the 
intermammary region, which fuse to form 
flat hyperpigmented areas, while pseudo- 
atrophoderma colli begins as mottled pig- 
mentation on the neck. As the lesions of 
each spread over the thorax and neck in a 
reticulated or mottled pattern with atrophic 
or pseudoatrophic lesions in the gaps, they 
seem indistinguishable. Pigmented papules 
were observed only in the last case of 
pseudoatrophoderma colli reported by 
Ayres.® In this patient the characteristic 
mottled pigmentation and. pseudoatrophic 
lesions, and on the back of the neck and 
between the breasts the pigmented hyper- 
keratotic papules, suggested the early lesions 
of acanthosis nigricans. Histologic study of 
a crinkly lesion on the side of the neck indi- 
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cated that it was similar to lesions found in 
confluent and reticular papillomatosis. 

In histologic studies of the various types 
of lesions from our five patients, the depig- 
mented atrophic areas showed changes 
similar to those described in pseudoatropho- 
derma colli, and the hyperpigmented, fur- 
rowed, and at times papillary areas showed 
changes found in either confluent and retic- 
ular papillomatosis or acanthosis nigricans. 

From the clinical and histologic study of 
our five Negro patients it would appear that 
in confluent and reticular papillomatosis all 
the lesions characteristic of pseudoatropho- 
derma may occur. Analogous to the forme 
fruste of neurofibromatosis, pseudoatropho- 
derma colli may be the incomplete form of 
confluent and reticular papillomatosis. 


Conclusions 


The salient features of pseudoatropho- 
derma colli and confluent and reticular papil- 
lomatosis (Gougerot and Carteaud) are re- 
viewed and their relation to acanthosis 
nigricans and pseudoacanthosis nigricans is 
discussed. 

Pseudoacanthosis nigricans loses its ident- 
ity when obesity is interpreted as an asso- 
ciated symptom rather than the cause of 
confluent and reticular papillomatosis or 
acanthosis nigricans of the juvenile type. 

Five Negro patients with confluent and 
reticular papillomatosis are reported. Le- 
sions fitting the descriptions of pseudo- 
atrophoderma colli are present on the neck 
and thorax of these patients. 

Drs. Becker, Rothman, Waisman, Curth, Mont- 
gomery, and Ayres supplied records or slides of 


illustrative cases, and Drs. Gerald Machacek and 
Homer Kesten interpreted the histologic sections. 


180 Ft. Washington Ave. (32) (Dr. Kesten). 
Lahey Clinic (Dr. James). 


ABSTRACT OF DISCUSSION 


Dr. Harry M. Rosinson Jr, Baltimore: Dr. 
Kesten has presented case reports of five patients 
with a dermatosis which was originally called 
“confluent and reticulated papillomatosis” by 
Gougerot and Carteaud in 1928, and since that 
time has gained the additional names of “pseudoa- 
canthosis nigricans” by Dr. Curth, and “pigmented 
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reticular dermatosis of the flexures,” by Drs. 
Degos and Ossipowski. This condition has been 
considered also by different authors to be the same 
as pseudoatrophoderma colli, acanthosis nigricans, 
or atypical juvenile acanthosis nigricans. I agree 
with Dr. Montgomery that the condition originally 
described by Gougerot and Carteaud, and in the 
present report by Dr. Kesten, is that of a specific 
entity differing from other conditions with which 
it has been confused in previous publicatons. 

The term, “cutaneous papillomatosis,” is defi- 
nitely a misnomer. Because of this, much con- 
fusion exists in the minds of our confreres in 
dermatology. When I was asked to open the dis- 
cussion on this paper, I surveyed the available 
literature, and, after becoming thoroughly con- 
fused, consulted some of my more experienced 
colleagues in Baltimore, three of whom are mem- 
bers of this Assocation, and got several conflicting 
answers. One assigned the term to papilloma 
colli (commonly called “skin tags”), another 
stated that seborrheic keratoses were cutaneous 
papillomata, and others also mentioned verruca 
vulgaris. 

Unfortunately, dermatologic literature is fraught 
with lengthy, unwieldy, and confusing terms which 
lead to lengthy, nonproductive discussions in our 
clinical sessions. As Dr. Winer pointed out, 
“pseudoatrophoderma colli” is a negative term, 
and it is my opinion that the same remark may be 
made about “pseudoacanthosis nigricans.” 

The designation of “benign” or “malignant” 
applied to acanthosis nigricans is also misleading. 
This situation may be improved by using the 
modifying terms of “juvenile” or “adult” to de- 
note a skin eruption which indicates an underlying 
benign or malignant process. 

Unless some specific cutaneous clinical or 
pathologic picture can be identified, there is no 
justification for the addition of another name to 
an already overburdened nomenclature. Perhaps 
the ideal situation will exist when a council on 
nomenclature will have the authority to decide 
whether or not any diagnostic term should or 
should not be included in the literature. 

Last month, two cases were presented at the 
Baltimore-Washington Dermatologic Society, with 
the diagnosis of cutaneous papillomatosis. One 
of these obviously had the benign or juvenile type 
of acanthosis and the other had the condition 
originally described by Gougerot and Carteaud. 
The criteria described by the original authors are 
simple, and if the clinician wishes to use the 
diagnostic term presented by them, the case to 
which it is applied should present the same find- 
ings. 

This entity must be differentiated from acan- 
thosis nigricans, but the distribution of the lesions 
and their physical characteristics solve this prob- 
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lem. The histopathologic picture does somewhat 
resemble that of acanthosis nigricans. I am in- 
clined to believe that the so-called “cutaneous 
papillomatosis” is a late nevoid condition. 

The term, “confluent reticulated papillomatosis 
papulosa,” mentioned by Cordero is unwieldy but, 
from the descriptive standpoint, is more satis- 
factory than the term, “cutaneous papillomatosis,” 
proposed by Wise and Sachs. I suggest the mor- 
phologic designation of “superficial reticulated 
papillomatosis,” because it is simple but just as 
expressive as the more complicated term. 

Dr. STEPHEN RoTHMAN, Chicago: Dr. Kesten 
has referred to the Chicago group, stating that 
it does not accept the concept of pseudoacanthosis 
nigricans, Dr. J. R. Webster, Dr. Emery Grimm, 
endocrinologist at Northwestern University, and 
I followed eight cases of juvenile acanthosis nigri- 
cans, with typical clinical and histological picture 
and typical endocrinological findings, namely 
obesity and a variety of signs of hypercorticoid- 
ism. Dr. Curth saw some of these cases and called 
them all pseudoacanthosis nigricans. We do be- 
lieve that juvenile acanthosis nigricans is a well- 
defined entity with a typical endocrine constellation 
and that there are no sound criteria to dif- 
ferentiate it from any pseudo-form. Patients with 
juvenile acanthosis nigricans overeat, not for 
psychogenic reasons but because of some disease 
in their hypothalamus and pituitary gland. I re- 
ported in this Association on one of our cases in 
which autopsy revealed diffuse basophilism of the 
pituitary gland (J. A.M. A. 156:242-244, 1954). 

This disease can be easily distinguished from 
pseudoatrophoderma colli and from the Gougerot- 
Carteaud entity, although papillomas and cutaneous 
tags do occur in both forms of acanthosis nigri- 
cans as first described by Darier. In any case, 
juvenile acanthosis nigricans, as first described by 
Miescher in the early twenties, is a real patho- 
genetic entity. 

Dr. WALTER F. Lever, Boston: The dermatosis 
described by Dr. Kesten is interesting and strik- 
ing. Nevertheless, it seems to me that it does not 
differ sufficiently from pseudoacanthosis nigricans 
in the type of lesions to deserve the different 
name. It differs largely by its localization, away 
from the flexural areas. 

Dr. Ervin Epstern, Oakland, Calif.: It is a 
difficult task to resolve this problem because, 
apparently, in one part of the country, they ob- 
serve “pseudoatrophoderma colli,” and in another 
part, “cutaneous papillomatosis” is seen. However, 
I think it is a mistake, because of histological or 
clinical resemblance, to try to relate diseases. We 
know that entities which resemble each other 
may be caused by different factors. I have seen 
five cases of pseudoatrophoderma colli. I am under 
the impression that this is not a pigmentary dis- 


540 


A, M. A. ARCHIVES OF DERMATOLOGY 


ease at all. The discoloration is due to a thicken- 
ing of the stratum corneum, and is not due to the 
deposition of the pigment. 

Dr. Georce C. ANprEws, New York: I feel, 
as Dr. Rothman does and as Dr. Kesten does, 
that there are different varieties of these mani- 
festations, but one can give endless names to minor 
variations of a process. I think that even Civatte’s 
poikiloderma falls in the same group as pseudo- 
atrophoderma of the neck. I think they are all 
manifestations of some growth phenomenon, of 
which we do not know the details. 

Dr. Louts H. Winer, Beverly Hills, Calif.: I 
believe that all these conditions are definite en- 
tities. Pseudoatrophoderma colli is a negative 
term. I would rather call it “reticulated leuko- 
derma” since it is characterized by a reticulated 
pattern without atrophy or papillomatosis in an 
adult. 

The reticulated pigmentation of Gougerot and 
Carteaud, to me, is pseudoacanthosis nigricans 
occurring in an obese pubescent person who has 
papillomatosis between the breasts. Pseudo- 
acanthosis nigricans is not a genodermatosis, but 
is dependent on obesity. It subsides when the 
obesity is overcome. Benign acanthosis nigricans, 
on the other hand, is familial, starts in childhood 
or at puberty. It is a genodermatosis closely re- 
lated to the true epidermal nevi. It persists after 
puberty. 

Dr. Beatrice MAHER Kesten, New York: 
Thank you very much for your discussion. I won- 
der if it would not be worth while for this asso- 
ciation to establish a committee on nomenclature. 
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Report of a Case 


Deep-Seated Pustular Trichophyton Rubrum 


J. FRED MULLINS, M.D., and FENWICK L. WATTS, M.D., Galveston, Texas 


Since Wilson’s! presentation of the cases 
dealing with the granulomatous lesions pro- 
duced by Trichophyton rubrum, a great deal 
of interest has been rejuvenated in the study 
of this organism. In the past two decades a 
number of bizarre and perplexing cutaneous 
lesions have been caused by T. rubrum, such 
as the deep-seated infection of the neck re- 
ported by Harris and Lewis? in 1930. In 
this case they were unable to demonstrate 
the organisms in the biopsy material by 
using a methylene blue stain ; however, their 
cultures were positive. Cremer? reported 
15 cases of follicular inflammation of distal 
portions of the legs in which the organism 
was found to be in an endo- and ectothrix 
position. These lesions appeared almost ex- 
clusively in women. Wilson was able to 
show the fungus elements in the granulom- 
atous areas of the corium as well as the 
hair shaft. 

Reiss * successfully innoculated rabbits 
with T, rubrum by intradermal injection and 
produced papular and nodular lesions. After 
intraperitoneal injection of mice with strains 
of T. rubrum, Sternberg et al® were able 
to find fungus cells (spores) in miliary 
nodules on the spleen, liver, and omentum. 

The case which is to be presented in this 
report demonstrates nodular lesions of the 
legs which are accompanied by marked pus- 
tulation. After a review of the literature, 
we felt that no previous case of this nature 
had been reported. 


Report of Case 


A 43-year-old white woman, with a dark com- 
plexion, was seen Oct. 7, 1954, with a presenting 
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From the Department of Dermatology and 
Syphilology (J. Fred Mullins, M.D., Director), 
The University of Texas Medical Branch. 


complaint of an erythematous, scaly, pruritic 
dermatitis of the lower legs and buttocks. The 
lesions of the buttocks showed some hyperpig- 
mentation and were rather typical of a T. rubrum 
infection; however, the lesions of the lower legs 
did not appear to be due to a dermatophyte. The 
fingernails and toenails showed dystrophic changes 
which were compatible with onychomycosis. The 
potassium hydroxide preparation was positive, and 
a Littman’s culture, from ali sites, revealed T. 
rubrum. On Nov. 19, 1954, she was given an oint- 
ment containing 3% salicylic acid, 6% benzoic 
acid, and 10% precipitated sulfur. This ointment 
was to be used alternately with Verdefam * solu- 


* A mixture of sodium propionate, sodium capryl- 
ate, propionic acid, undecylenic acid, salicylic acid, 
copper undecylenate, and sodium dioctylsulfosuc- 
cinate. 


Fig. 1.—Due to pressure, there is free flow of 


pus following incision. 
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Fig. 2—KOH preparation of pus 


tion. These preparations gave noticeable improve- 
ment; however, on Jan. 7, 1955, three bluish 
tumefactions made their appearance on the pos- 
terior aspect of the left leg. Because of this un- 
usual appearance it was decided to take tissue for 
histologic study. When the procaine was instilled 
into the area, a pustular material was aspirated 
into the syringe. These lesions were approximately 
1 to 2 cm. in diameter on the surface. When in- 
cised, each of these relatively small lesions con- 
tained 10 to 30 cm. of greenish pus (Fig. 1). It 
was almost inconceivable that these “lakes” of 
pus could be covered by the relatively benign- 
appearing superficial lesion. 





Fig. 3—Multiple colonies of T. rubrum on 
blood agar plate streaked with pustular material. 
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from a typical lesion. 


The organism was isolated on Littman’s and 
Sabouraud’s agar; mycelia were seen on micro- 
scopic examination of the pustular material (Fig. 
2). Repeated bacterial cultures were sterile on all 
occasions, although T. rubrum grew abundantly on 
blood agar plates (Fig. 3). The histopathologic 
sections with PAS stain revealed the spores and 
mycelial fragments deep in the corium and sub- 
cutaneous tissue (Figs. 4 and 5). 

In vitro sensitivity studies revealed the organ- 
isms to be very sensitive to Verdefam solution, but 
no systemic fungicide was particularly effective. 
Owing to the fact that, nystatin (Mycostatin) 
showed a moderate range of activity, it was de- 
cided to give this patient 4,000,000 units per day. 
The patient was maintained on this dosage for 
70 days with no significant improvement. Large 
dosages of potassium iodide control the deep 
pustular lesions, but when discontinued, there is 
immediate recurrence. 


Comment 


It is interesting that this patient has a 
very dark complexion, as did the cases re- 
ported previously who demonstrated gran- 
ulomatous lesions. In this geographic area, 
the incidence of T. tonsurans infections is 
higher in Negroes and Latin-Americans, 
and probably parallels the deep fungus in- 
fections in this regard. This patient has had 
two small localized areas of lymphosarcoma 
removed within the past 10 years but is ap- 
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Fig. 5.—Area encircled in Fi 


parently in good health at the present time. 
Her trichophytin skin test has been weakly 
positive, which does not parallel the previ- 
ously reported cases of granulomatous in- 
fections due to T. rubrum. It is thought 
that the organism invades the deep corium 
and subcutaneous tissue by way of the hair 
follicle, and the question might arise as to 
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gure 4 showing mycelial elements. 


whether or not heavy ointments predispose 
to this particular condition. In the case re- 
ported, the deep-seated lesions were not 
present until a petrolatum-base ointment 
was utilized. The pus in these lesions is 
under considerable pressure and drains quite 
freely from the incision sites. We have been 
unable to determine the exact size of these 
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“lakes,” but, judging from the quantity of 
material which can be expressed, they must 
be 8 to 10 times the size of the superficial 
lesion. 


Summary 
A case of deep-seated, pustular Tricho- 
phyton rubrum is presented, and it is 
thought that this is probably the first report 
of such a case. 


University of Texas Medical Branch. 
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Their Interrelations 


ADOLPH kOSTENBERG Jr., M.D., Chicago 


It is well known that eczematous skin 
reactions can be produced either by a pri- 
marily irritating substance or by an allergen. 
It will be the purpose of this paper to dis- 
cuss the nature of the two types of eczema- 
tous reactions and their interrelations. 

An eczematous allergen is defined as a 
substance that is not primarily irritating on 
first exposure but which, in persons of the 
appropriate genetic constitution, causes the 
development of an allergic sensitization of 
the delayed type, so that subsequent contact 
with concentrations that are nonirritating to 
unexposed or nonsensitized persons pro- 
duces an eczematous reaction. A primary 
eczematous irritant is defined as a substance 
which produces an eczematous response by 
nonimmunologic means. Primary irritants 
may be divided into two categories: (1) im- 
mediate, and (2) cumulative. An immediate 
primary irritant is the usual type. Here the 
eczematous reaction is produced on first 
exposure. The cumulative primary irritant 
does not cause evident irritation on first ex- 
posure, but repeated exposures will produce 
an eczematous response. How is a reaction 
from a cumulated primary irritant to be 
distinguished from one to an eczematous 
allergen? This may not be possible at the 
very first exposure, but on subsequent ex- 
posures the eczematous allergen will yield a 
reaction within 24 or 48 hours, whereas 
the cumulative primary irritant will again 
require the same number of repetitions as 
previously before irritation is developed. 


Received for publication July 12, 1956. 

From the Department of Dermatology, Uni- 
versity of Illinois College of Medicine. 

A review of the literature preliminary to studies 
in progress being supported by U. S. Public Health 
Service Grant RG-4415. 





Primary Irritant and Allergic Eczematous Reactions 


Many eczematous allergens are also pri- 
mary irritants; obviously, then some primary 
irritants are also eczematous sensitizers, 
but in general most primary irritants are 
not. 

A substance acting as a primary irritant 
usually does so at a stronger concentration 
than when it acts as an eczematous aller- 
gen. The crucial distinction, however, be- 
tween the two is not the concentration at 
which each type of injury is produced, or 
the number of people affected, but the fact 


pastes tonto, sae aT 
ent of an éczematous reaction on first ex- 
comin Weiveewe Ge Ss 
general, the numberof people alfected by a 
substance acting as a primary irritant will 
be considerably more than the number af- 
fected by the same substance acting as an 
eczematous allergen. This difference is true 
for primary irritants as a group vs. eczem- 
atous allergens as a group. The explana- 
tion lies in the different pathogenesis of 
the two reactions. For a primary irritant 
to produce a reaction, all that is required 
is that the substance be met in appropriate 
concentration, whereas for an allergen to 
produce an eczematous reaction necessitates 
not only that the allergen be met in suitable 
concentration, but also that the encounter 
be with a suitable person, i. e., a sensitized 
one. 

The development of an eczematous sen- 
sitization requires, in addition to the aller- 
gen, a genetically appropriate individual. 
This is exemplified by the symbolism set 
forth in Figure 1. Figure 1 indicates that 
the two major factors in the genesis of any 
sensitization are (1) the intrinsic aller- 
genicity of the compound, and (2) the 
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Schematic Representation of the Factors Influencing 
The Genesis of a Sensitization 


SiR AH os 


G = the genetic make-up of the host 
A = the intrinsic allergenicity of the compound 


f = adventitious factors which may influence the 
sensitizability of the host at that time 


q = quantitative factors 


k = some theoretical level which the product of 
- AW must reach in order for a sensitization to 
be detectable clinically 


S = detectable sensitivity 


Figure 1 


genetic constitution of the host. The re- 
lationship states that if the product of the 
two equals or exceeds some hypothetical 
level, say, K, a detectable sensitization, de- 
noted by S, develops. It is also seen that 
the two factors are inversely related, so that 
if one is small the other must be ‘large in 
order for a sensitization to develop, which 
explains why most persons do not become 
eczematously sensitized from casual con- 
tact with most substances. Another way 
of stating this is that the ordinary eczema- 
tous allergen is not strong enough to over- 
come the genetic inertia of most people. 
This is loose phraseology, but it is merely 
meant to convey an idea and not to be a 
precise formulation. A powerful allergen 
will be strong enough to overcome any 
genetic indifference, so that it will cause’a 
sensitization to develop in practically every- 
body to whom it is applied. From the clini- 
cal point of view, this merely asserts what 
is well known, namely, that some substances 
are better sensitizers than others, e. g., 
more people become sensitized to poison ivy 
than to nickel, and more to nickel than to 
aluminum. For a fuller discussion see Ros- 
tenberg.! 

Genetic factors are not nearly as im- 
portant in the development of reactions to 
primary irritants. It is, of course, true that 
if a threshold concentration of a given 
primary irritant were to be applied to the 
skin of a large number of persons a typical 
normal distribution curve would be obtained; 


548 








A. M. A. ARCHIVES OF DERMATOLOGY 


that is, at one end there would be a few 
individuals who would give very strong 
reactions, the bulk of the reactions would be 
of lesser intensity; while, finally, at the 
other end there would be a few who would 
fail to show any trace of a reaction. Pre- 
sumably, the differences in response are in 
part on a genetic basis, in that some persons 
are built so that they respond more vigor- 
ously to certain stimuli than do others. 
Local vascular and anatomical factors, such 
as the thickness of the horny layer, would 
also seem to play a role. 

In this connection it is appropriate to 
mention the well-known work of Burck- 
hardt? on alkali neutralization. Burckhardt 
found that people differed in their ability 
to restore a normal skin pH after alkali 
had been placed upon it. He classified them 
as rapid, medium, and slow pH restorers 
and believed that those with a delayed alkali 
neutralization ability are more susceptible 
to the development of eczema upon meeting 
such substances. His studies suggested that 
the alkali neutralization ability of a person 
was an inborn trait and as a rule did not 
change. There would appear to be need for 
more work along these lines to determine 
whether there are innate differences in the 
way persons respond to various stimuli. 
Such investigations would not only be of 
theoretic interest, but also might have some 
immediate applicability in that on the basis 
of such information predictions might be 
made as to a suitable occupational milieu 
for a given person. 

The next point to be discussed will be 
the pathologic alterations in a primary ir- 
ritant eczematous reaction and in an allergic 
one. Primary irritants and eczematous al- 
lergens yield essentially the same type of 
pathologic lesion. The response is character- 
ized by spongiosis with migration of cells 
into the epidermis, accompanied by dilata- 
tion of the capillaries in the papillary bodies 
and some perivascular infiltration. It is 
generally agreed that these changes are 
characteristic for an eczematous reaction, 
irrespective of whether it is brought about 
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by a sensitization or by a primary irritant. | 
The only histologic point that may differen- 
tiate the two reactions is the type of cell 
that tends to migrate into the epidermis. 

Nexmand®* studied the cellular content 
of exudates from eczematous and toxic 
patch-test reactions and found predomi- 
nantly monocytic cells in the fluid of an 
epidermal vesicle produced by an allergen; 
whereas, in the fluid from an analogous 
reaction produced by a primary irritant 
polymorphonuclear leucocyte nder- 
ated. His work has been confirmed by Baer 
and Yanowitz.* Nexmand ° also showed that 
reactions produced by nitrogen mustard on 
the same person differed with respect to 
cellular content according to whether the 
reaction was because of the primary irritant 
properties of the nitrogen mustard or be- 
cause a sentitization to it had been devel- 
oped. 

Before considering the means by which 
the pathologic changes are brought about, it 
is of interest to note that practically all 
eczematous allergens produce an identical 
morphologic and pathologic picture, with 
‘minor exceptions. This suggests, and there 
is reasonable immunologic confirmation, 
that all eczematous allergens cause the ec- 
zematous lesion to develop by the same 
ultimate mechanism, regardless of the chemi- 
cal nature of the particular allergen. There 
is, so to speak, homogeneity in the mode 
of action; consequently, once the sensitiza- 
tion has been acquired there is only one 
variable, namely, the host, who can vary 
in terms of intensity of response. Individ- 
uals of course differ greatly in the intensity 
of their response to the same substance— 
sometimes many hundredfold, but—and 
this is the crux of the argument—there is 
no one or several eczematous allergens to 
which all sensitized persons are most in- 
tensely sensitive. Person A may be ex- 
quisitely sensitive to substance X and 
weakly so to substance Y; whereas, person 
B may exhibit exactly the reverse findings, 
which indicates that once the sensitization 
has been effected, the variable is the host, 
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not the allergen. It is to be noted that this 
concept applies only after the sensitization 
has been effected. There is no doubt that 
in the development of a sensitization the 
allergen is at least as important as the 
host. The algebraic symbolism given earlier 
in Figure 1 emphasizes this. 

The lesions developed by primary irri- 
tants are roughly equivalent clinically and 
pathologically, but there is far more varia- 
bility than in those produced by eczematous 
allergens, inasmuch as there is a far greater 
range in the intensity of response because 
of the marked differences in the inherent 
irritant properties of different substances. 
As an example, consider the different irri- 
tant propensities of sulfuric acid and soap; 
yet, they are both primary irritants. Hence, 
in the gross and pathological alterations 
produced by a primary irritant, in addition 
to the basic essential lesion, there are also 
seen what might be termed secondary fac- 
tors, which are contingent upon the partic- 
ular irritant. These secondary factors may 
vary from necrosis to partial disorganiza- 
tion of the involved tissue. To sum up, it 


can be Stated that the determining factor in 
the_inténsity_of response-to an eczematous 
allergen ts the individual, hereas with a 
primary eal te de aha ohne 

Now, the fact that an eczematous reac- 
tion brought about by either an allergen or 
a primary irritant shows essentially the 
same basic morphologic lesions in no way 
proves that the two processes develop by 
the same pathogenetic mechanisms; but it 
does mean that they could develop by similar 
mechanisms; whereas, if the histologic al- 
terations were of quite a different nature, it 
would be prima facie evidence that the 
pathogenetic factors for each type were of 
a different nature. It will then be taken 
as a working hypothesis that the ultimate 
changes produced both by a primary irri- 
tant and an eczematous allergen are the 
same, even though the first steps after the 
application of either are probably quite dif- 
ferent. 
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The pathologic hallmark of the eczema- 
tous reaction, regardless of the nature of 
the causal material, is the spongiosis which 
clinically culminates as vesiculation. It is 
then necessary to consider the mechanism 
of vesiculation. Unfortunately, there is little 
real knowledge concerning this. Sir Thomas 
Lewis advocated what may be termed the 
unitary theory. He wrote as follows: 

The blister. This term is here used for the 
purpose of avoiding particular reference to the 
various herpetiform, pemphigoid, and _ bullous 
eruptions that are described; it is not clear to me 
that lesions of these classes can be regarded as 
distinct from the standpoint of the ultimate 
mechanism that is involved in causing them; it 
would seem safer to assume that they are produced 
by one essential cause. The blister replaces the 
wheal in a large number of instances in which 
the skin responds to simple forms of artificial 
stimulation; reactions that are known to result, 
at all events in chief part, from the release of 
H-substance. Since increased permeability of the 
vessel wall forms one of the three fundamental 
parts of the vascular mechanism of defence in the 
skin, and since the blister, like the wheal, is a 
manifest sign of increased permeability, it seems 
reasonable on this ground alone to regard the 
blister as a simple variation in the form of re- 
sponse. The response to artificial stimuli indicates 
that blistering is especially associated with pro- 
longed response, and it is suggested that this 
prolongation in itself determines blistering. (p. 
289) 

This means that a simple frictional blis- 
ter, one arising in a dermatitis from poison 
ivy, the vesicle of herpes simplex or of im- 
petigo, and the bulla of pemphigus ulti- 
mately have the same mechanism. It should 
be pointed out that this view is by no means 
universally held. While it may be true that 
in the final analysis altered capillary per- 
meability is essential for blister formation, 
it is certainly true that factors known to 
affect capillary permeability do not necessar- 
ily cause blisters. For example, histamine 
itself does not yield a vesicle when intro- 
duced into the skin. It might be objected 
that this argument is not valid, as the effect 
of histamine is too evanescent, and Lewis 
himself suggested that the blister arose only 
when the stimulus was sufficiently pro- 
longed; however, since Lewis’ day sub- 
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stances have been synthesized, of which the 
tetrahydrofurfuryl ester of nicotinic acid 
is a prototype. This has a prolonged (24- 
hour) effect on the superficial vessels and 
yet does not yield blisters. 

There is some support for Lewis’ con- 
cept in the findings of Weiss et al* which 
indicate that a change in the water content 
of the tissue may be regarded as an index 
of the intensity of the inflammatory re- 
sponse to an irritant. In these studies irri- 
tants were injected intradermally intu 
rabbits. Twenty-four hours later the area 
was extirpated, and its water content deter- 
mined. A linear relationship of statistical 
significance was found to exist between the 
percent change in water content and the 
logarithm of the concentration of the irri- 
tant injected. Further, it was found that 
chemical changes could exist in the absence 
of gross visual ones. For example, HC1 
in low concentrations produced a significant 
increase in water content over that of con- 
trols, but» this was unattended by visually 
apparent changes. For this reason the re- 
liability of measuring inflammation by gross 
observation is questionable. Now, while 
this work is of value, it was not designed to 
study vesicle formation and may not be 
too relevant in this regard. The irritants 
were introduced directly into the corium; 
what effects would have been produced by 
irritants entering through the epidermis 
are not known. No histological studies were 
done, so that, while, as the authors point 
out, physiological alterations can exist in 
absence of gross visual signs, it is not 
known whether they could exist in the ab- 
sence of pathologic evidence. This would 
be an important point to determine, for if 
it were true it would give great weight to 
Lewis’ hypothesis. Obviously there is no 
information regarding the nature of the 
changes, if any, in the epidermis. 

It, of course, should be realized that, 
while Lewis’ theory makes the alteration 
in capillary permeability the common com- 
ponent of all states in which vesicles de- 
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velop, it does not assert that this alteration 
is necessarily the first step in their produc- 
tion, or that there are not diverse mechan- 
isms for bringing about the alteration in 
permeability. 

Percival, Drennan, and Dodds® do not 
believe that the fluid in an epidermal vesicle 
necessarily comes from the underlying cap- 
illaries. Their views concerning the forma- 
tion of vesicles in eczema are given in the 
appended quotations. 


The mechanism by which the recurrent vesicu- 
lation of eczema is brought about can be de- 
duced to some small extent from a study of the 
histopathology. of the reaction in its various forms 
and stages, from a consideration of the associated 
clinical data, and from a comparison with these 
factors as they obtain in other superficial exudate 
inflammatory diseases. If the size of the vesicle 
is compared with the adjacent rete it is obvious 
that the area now occupied by the vesicle must 
have been represented originally by a large num- 
ber of cells. It is difficult to conceive that an 
influx capillary filtrate from the dermal capillaries 
could have overcome existing intra-epidermal tis- 
sue pressure and exerted sufficient hydrostatic pres- 
sure to disrupt the normal intercellular cohesion 
of the rete cells with the formation of a fluid- 
containing space of such dimensions, in the ab- 
sence of other factors. There is no constant or 
gross intercellular oedema in the cellular layer 
forming the floor of the vesicle to suggest a 
passage of filtrate; actually an examination of the 
eczema vesicles illustrated, and of Fig. 122, which 
shows the base of an impetigo bulla, reveals the 
fact that intercellular oedema may be. entirely 
absent in this area. The cells forming the walls 
of the vesicles are flattened and closely approxi- 
mated, and the layer of flattened cells is not 
extensive. These facts suggest that the cavity is 
in part the result of liquefaction of rete cells, and 
to support this hypothesis there is visual evidence 
of localised groups of rete cells well advanced 
in degeneration. (p. 107) 

In eczema the variable degree of epidermal 
and dermal oedema seen in different specimens in 
association with equally well developed vesicles, 
the histological evidence that vesiculation is a 
continuously repeated process in situ, and the 
known rapidity with which structural changes can 
occur, suggest that the flow of tissue fluid into 
the epidermis occurs intermittently and that the 
process is somewhat as follows :—Multiple local- 
ized foci of epidermal necrosis are produced in 
association with, or as a result of, the allergic 
process. A physico-chemical force develops in 
these areas and sucks the adjacent tissue fluid to 
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them, capillary permeability is increased and the 
filtrate is also pulled to the necrotic areas. The 
passage of the capillary filtrate through the 
epidermis to localised points is evidenced by tran- 
sient intercellular oedema. The commencing local- 
isation of this fluid, together with that derived 
from liquefied epidermal cells in a commencing 
vesicle is also responsible for the temporary ap- 
pearance of intercellular oedema, which is soon 
replaced by a pool of fluid as the vesicle matures. 
The increasing hydrostatic pressure within the 
developing vesicle gradually overcomes the at- 
tracting force, and the movement of fluid within 
the epidermis stops for the time being, the size of 
the vesicle being limited by the elasticity of its 
walls and by the surrounding tissue pressure. The 
entire process is repeated by the development of 
fresh areas of epidermal necrosis again upsetting 
the equilibrium of the tissue fluid and capillary 
filtrate. (p. 108) 


Similarly, in pemphigus vulgaris an intra- 
epidermal vesicle may be seen with what 
appears to be a normal basal layer under- 
lying it without any trace of edema in the 
papillary bodies, making it hard to believe 
that the vesicle fluid could have come from 
the capillaries in the papillary body. 

Naylor,® in a study of experimental fric- 
tion blisters, concluded that blister forma- 
tion appears to occur in two independent 
stages; first, prickle-cell necrosis, which 
causes an intraepidermal split, and second, 
the filling of this with fluid, probably from 
the dermis. The prickle-cell necrosis is un- 
likely to be due to a local heating effect, and 
there is no evidence that it is enzymically 
determined; it is not influenced by short- 
term changes in dermal blood flow or by 
the intensity of the triple response. It is 
suggested that the prickle-cell necrosis is 
caused by repeated cellular distortion which 
might cause a denaturation of the cellular 
protein. 

Finally, there is evidence from studies of 
the effect of proteolytic enzymes on the 
epidermis that the first step in the forma- 
tion of a vesicle may be the rupture of 
bonds such as -S-S or H_ which hold 
together adjacent protein molecules. This 
leads to acantholysis, and this in turn to 
spongiosis. A general discussion of various 
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theories concerning the formation of the 
eczematous vesicle is furnished by Haber.”? 

It would be profitless to pursue this sub- 
ject further because, by and large, sufficient 
information does not exist to permit a 
decision. Regardless of whether the primary 
lesion in the development of a vesicle is a 
liquefaction of epidermal cells or- an altera- 
tion in the permeability of a capillary, some 
chemical change must occur to enable the 
lesions to develop, and it is the nature of 
this chemical change that will be the next 
point of discussion. 

There have been a large number of 
biochemical studies with powerful irritants, 
such as the vesicant gases, e. g., mustard 
or lewisite, to determine their mode of 
action. Unfortunately, there have been few 
or no such studies with the mild primary 
irritants that are ordinarily encountered 
in one’s daily existence. Cullumbine,” in 
a review of the biochemical effects of 
vesicant gases, points out that about 12% 
of mustard gas or nitrogen mustard that 
penetrates the skin remains there; the : ‘st 
passes rapidly into the circulation. It is 
presumed that most of the vesicant that 
remains in the skin is fixed there by com- 
bination with skin protein. The extent of 
the vesication is thought to be propor- 
tional to the amount of fixed mustard com- 
pounds in the skin. Although the fixation 
apparently occurs rapidly, vesication may 
take some hours to develop. It has been 
shown that at the time of visible skin 
damage metabolic changes in the skin are 
demonstrable. There is a fall in the respira- 
tory quotient and an inhibition of anaerobic 
formation of lactic acid from glucose. 
Mustard gas was shown not to inhibit the 
glycolysis of hexosediphosphate, which sug- 
gested that it was the initial phosphoryla- 
tion of glucose by hexokinase that was 
inhibited. It was also shown that hexokinase 
was present in normal skin but absent after 
treatment with mustard compounds. All 
vesicants tested, regardless of their chemical 
nature, e. g., methyl bromide, iodoacetic 
acid, have been shown to inhibit hexokinase. 
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It is concluded that the integrity of the 
epidermal-dermal junction is dependent on 
a continuation of glycolysis through hexo- 
kinase activity, and when the latter is in- 
hibited the vesication occurs. It has also 
been shown that the pyruvate oxidase sys- 
tem, which is apparently needed for normal 
carbohydrate metabolism of the skin, is 
inhibited by vesicants such as lewisite. More 
importantly, from the point of view of 
general dermatology, this system is appar- 
ently also interfered with by materials such 
as mercury and gold. It has been suggested 
by Thomson !” that the toxic reactions pro- 
duced by such materials may at least in 
part be attributable to their effect on this 
enzyme system. Both in the case of hexo- 
kinase and in the case of the pyruvate 
oxidase the toxic agent attaches to SH 
groups, and it is presumably because of 
this attachment that the interference with 
the enzyme system is brought about. This 
fact also explains the efficacy of dimercaprol 
(BAL; British antilewisite; 2, 3-dimer- 
captopropanol). Dimercaprol competes 
with the SH groups of the body for the 
arsenic and does so successfully; hence, 
the SH groups are freed. Whether milder 
irritants produce the same biochemical al- 
terations as those by these strong primary 
irritants is not known. These facts are set 
forth in a somewhat oversimplified fashion 
in Figure 2. 

Knowledge concerning the biochemical 
alterations that develop when an eczematous 
allergen is brought into contact with the 
sensitized tissues is by and large absent. 
Everett et al?® observed that explants of 
human skin taken from sensitized individ- 
uals, when exposed to the allergen in tissue 
culture, did not react differently than ex- 
plants from nonsensitive individuals simi- 
larly exposed. It should be pointed out that 
the explants in these studies consisted al- 
most exclusively of epidermal tissue with 
very little corium attached. 

Studies from a related field, namely, the 
in vitro reaction of tissues from an animal 
with a delayed bacterial type of hypersen- 
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sitivity to tuberculin may furnish addi- 
tional information. Cruickshank !* found 
that dermal explants from sensitized guinea 
pigs were unaffected when grown in a 
medium containing autologous plasma to 
which large amounts of tuberculin were 
added. Marks and James? noted that the 
oxygen consumption of peritoneal exudate 
cells (consisting of 95% polymorphonu- 
clear leukocytes) derived from tuberculin- 
sensitive guinea pigs was not affected when 
exposed in vitro to large amounts of tuber- 
culin. A similar observation was made by 
Sanford and Favour !* on other cells de- 
rived from tuberculin-sensitive guinea pigs. 

Kerby and Chaudhuri 17 found that tuber- 
culin caused no increase in the rate of 
lysozyme released from cells derived from 
tuberculin-hypersensitive animals when in- 
cubated in vitro with tuberculin. O’Neill 
and Favour 1® provide a good general re- 
view of the studies in this area. How 
relevant these studies are to the allergic 
eczematous reaction is not known, but the 
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two types of reaction are immunologically 
related; hence it is possible that these find- 
ings have some applicability to the preset 
problem, but it is nevertheless evident that 
the chemical nature of the alterations which 
bring about the allergic eczematous lesion 
still await elucidation. 

It has been pointed out that in the develop- 
ment of an eczematous sensitization the in- 
trinsic allergenicity and the genetic make-up 
of the host are the two main factors, but 
there are other influences. These were de- 
noted in Figure 1 by the exponents. Small 
q, standing for quantitative factors, modi- 
fies the allergen; whereas, f denotes fortui- 
tous factors and affects the host. The 
fortuitous factors comprise a variety of in- 
fluences, some of which are not precisely 
known, but others are. One of these is a con- 
comitant inflammation, such as would be 
induced by a primary irritant. The influence 
of a primary irritant reaction on subsequent 
primary irritant reactions or on the de- 
velopment of allergic eczematous. reactions 
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60%-70% Most 6% 
30%-50% 20% None 





is a point both of theoretical and practical 
importance. Equally important is the con- 
verse of this—what influence does the de- 
velopment of an allergic eczematous reaction 
have on subsequent allergic eczematous re- 
actions or on the development of primary 
irritant reactions? An attempt will be made 
to segregate these points and to discuss 
them individually. This carnot always be 
done, as many of the studies in this area 
do not discriminate between primary irritant 
or allergic eczematous reactions. 

There have been a number of studies 

which apparently show that eczematous per- 
sons are more vulnerable to mild primary 
irritants. Geiger?® investigated the toxic 
threshold of turpentine in cases of eczema 
and in normal controls. His results are 
given in the accompanying table. 
It is quite obvious that the eczematous 
persons were decidedly more vulnerable to 
turpentine than the controls. Geiger states 
that when the eczema had cleared the sub- 
jects exhibited a normal toxic threshold to 
the turpentine. Wedroff and Dolgoff ?° 
found that persons with an eczema gave a 
distinctly higher percentage of positive 
patch-test reactions to petroleum, turpen- 
tine, formalin, and tincture of arnica than 
did persons with a normal skin. On the 
other hand, Beek?! found no significant 
difference in the sensitivity to soaps of 
patients with eczema and a normal control 
group. 

It would appear that more work needs 
to be done before any definite conclusions 
can be drawn as to the influence of one 
eczematous reaction upon another. There 
are many possible sources of error in this 
type of experimentation. For example, if 
a certain number of persons who have a 
solvent dermatitis are tested with solvents 
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and found to be less tolerant of these than 
persons with a normal skin, this is no proof 
that the presence of the one dermatitis 
somehow made the skin in general more 
vulnerable, so that it is less tolerant of 
other irritants. Findings of this kind may 
merely indicate that persons with the solvent 
dermatitis are individuals so constituted that 
their skin is less resistant to defatting 
measures, and when agents which do this 
are again contacted. the skin again breaks 
down, which would explain the increased 
vulnerability of the members of the group 
to solvents, but the members might not 
differ at all in their vulnerability to irritants 
of another nature. 

Another possible source of error is that 
in testing the eczematous group the test 
material was applied to a skin area which, 
while appearing grossly normal, might not 
be physiologically so, by virtue of more or 
less. recently having been the site of an 
eruption. There is evidence that a skin site 
recently involved in an eczematous reac- 
tion, even though appearing grossly normal, 
is more likely to react in a nonspecific 
fashion to borderline irritants. Grolnick ** 
found that if he sensitized one group of 
persons to poison ivy and another group to 
krameria there was no cross-reactivity. If, 
however, the krameria-sensitive individual 
was tested with poison ivy at a site where 
a krameria reaction had been induced and 
the poison-ivy-sensitive individual was 
tested with krameria at a site where a 
poison-ivy reaction had been induced, the | 
sites reacted. This could be interpreted as 
evidence of a nonspecific vulnerability of 
a previously reacting site to borderline ir- 
ritants. It has been suggested that the 
heightened nonspecific vulnerability of the 
skin of an eczematous individual exists be- 
cause the eczematous lesion somehow alters 
the vascular response of the skin every- 
where, so that irritants and/or allergens 
can penetrate more readily or that when 
they penetrate a more intense reaction will § 
be produced. This may be true, but so far 
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as is known to me there is no direct evi- 
dence to support this view. 

The preceding remarks apply to the 
influence of an eczematous lesion on appar- 
ently healthy skin elsewhere. Little knowl- 
edge exists concerning the ability of already 
inflamed skin to respond to other irritants. 
A priori, it would be thought that such skin 
would of necessity be more vulnerable; yet, 
there is no convincing evidence of this. 
Haeberlin, Oliver, and Rostenberg ** ob- 
served that threshold concentrations of a 
primary irritant applied to partially healed 
lesions that had been produced by the 
previous application of the same primary ir- 
ritant did not by and large yield any exag- 
gerated irritant effect when compared with 
the effect of the same concentration on 
normal skin. 

Jambor ** found that the immersion of 
the hands of 22 patients with a hand 
dermatitis in a 0.5% concentration of a 
soap or detergent solution at 105 F for half 
an hour failed to cause an exacerbation of 
the dermatitis. It should be emphasized 
that the study by Haeberlin et al. and the 
observations of Jambor are not to be con- 
strued as indicating that mild contact ir- 
ritants may not perpetuate or aggravate a 
preexistent dermatitis, for there is abundant 
clinical experience to show that they may, 
and often do. These findings are cited to 
point up the complexity of the problem. 
The observations do indicate that casual 
exposure of already inflamed skin to a mild 
irritant need not necessarily cause damage. 
As already pointed out, it is felt that under 
usual circumstances such contact is detri- 
mental to the preexisting lesion, possibly 
because it is of longer duration than in 
the cited experimental studies or because 
there are additional factors, such as friction. 

It has been mentioned that a primary 
irritant reaction favors the development of 
a subsequent allergic sensitization. It should 
be clear that the effect here is on the acquisi- 
tion of a sensitization, not on the develop- 
ment of a reaction in the already sensitized 
individual. Landsteiner and DiSomma 5 
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found that the preliminary painting of the 
skin of guinea pigs with croton oil favored 
the development of a sensitization to picric 
acid in these animals. It should be pointed 
out that the adjuvant effect of an accessory 
inflammation is partly contingent on the 
severity of the inflammation, for Haxthau- 
sen 7 observed that freezing the skin with 
COsz prevented the development of an eczem- 
atous sensitization. Likewise, Rokstad 27 
found that slight injury to the epidermis 
promoted the development of eczematous 
alterations, while severe injury inhibited 
their development. Rockwell?’ has re- 
viewed the influence of various factors on 
the development of irritant and sensitiza- 
tion reactions. She, too, found that pre- 
liminary mild irritation enhanced the degree 
of sensitization, whereas strong irritation 
reduced it. 

There is only one study known to me 
which explicitly deals with the effect of 
developing an allergic sensitization upon 
primary irritant reactions. Haeberlin, Oli- 
ver, and Rostenberg *® determined threshold 
concentrations for several primary irritants. 
Approximately half of the subjects in whom 
these values were determined were then 
exposed to 2:4 dinitrochlorobenzene, in or- 
der to develop an eczematous sensitization. 
After the development of the sensitization, 
the entire original group was retested in 
order to determine whether or not the 
development of the eczematous sensitization 
had caused any shift in the threshhold con- 
centration for irritancy. None was found. 
The authors point out that their results, 
while entirely negative, should not be ac- 
cepted as conclusive because the numbers 
of persons sensitized were small, so that the 
study lacks statistical validity. Furthermore, 
even if a statistically valid study had been 
done for a given set of primary irritants 
and a given sensitizer, it does not follow 
thatthe results obtained with this group 
of substances would necessarily apply to 
the universe of primary irritants and sensi- 
tizers. 
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The influence of a previous or present 
eczematous sensitization upon the develop- 
ment of subsequent ones is a problem of 
interest and importance to the clinician. 
Certain persons with an allergic eczematous 
sensitization to one substance as time goes 
on acquire new eczematous sensitivities; 
this is known as broadening of the allergic 
base, or polyvalence of the sensitization. 
The only experimental evidence in favor 
of this is that furnished by Sulzberger and 
Rostenberg,?® who found that persons who 
gave a past history of an eczematous lesion 
such as poison-ivy dermatitis, nickel sensi- 
tivity, or the like were more readily sensi- 
tized to 2:4 dinitrochlorobenzene and 
paranitrosodimethylaniline than persons who 
did not give such a history. The authors 
were cautious in drawing conclusions from 
these findings and stated: 


It is necessary to point out that the results 
obtained do not permit a conclusion as to the 
cause of this increased susceptibility to sensitiza- 
tion. Whether this susceptibility be an hereditary 
—or a non-hereditary—innate one, whether it be 
acquired by virtue of a recent or an existing 
sensitization dermatitis, or whether it be the re- 
sult of some other influence, cannot be decided 
from the available data. 


The findings might be interpreted as 
indicated that a past or present eczematous 
lesion favors the development of a sub- 
sequent allergic one, but it would appear 
to me that the study rather indicates the 
importance of the genetic background. It 
has already been pointed out that in the 
development of any sensitization the genetic 
background of the individual plays an im- 
portant role. Obviously, persons who have 
already developed an eczematous sensitiza- 
tion have proved by that fact that they 
have an appropriate genetic background at 
least for those materials; hence, it is rea- 
sonable to believe that such persons as a 
group might also have an appropriate genet- 
ic background to develop an eczematous 
sensitization to the strong sensitizers used. 
In view of the fact that the substances 
about which an eczematous history was 
taken, namely, poison ivy, nickel, etc., are 
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common ubiquitously distributed sub- 
stances, it is reasonable to assume that all 
the persons in the study had met these 
materials, but those who failed to become 
sensitized to them showed themselves, by 
that token, to have an inappropriate genetic 
background for the development of an ec- 
zematous sensitization; hence it is not too 
surprising that fewer persons in this group 
became sensitized. This argument cannot 
be carried too far or pressed too strongly, 
for reasons to be given in the succeeding 
paragraphs. 

The validity of the concept of polyvalence 
of the sensitization in my opinion is very 
questionable. It is not denied that the ac- 
quisition of new “sensitivities” by the ec- 
zematously sensitive individual occasionally 
occurs; but it should be emphasized that 
this is the exception rather than the rule. 
First, the bulk of clinical experience, in my 
opinion, supports the view that persons with 
an eczematous sensitization to a single sub- 
stance, such as poison ivy, or paraphenylene- 
diamine, maintain that single sensitivity for 
years and do not acquire any new ones. 
Second, Landsteiner, Rostenberg, and Sulz- 
berger *4 found that, of 82 persons in whom 
a sensitization with paranitrosodimethylani- 
line and 2:4 dinitrochlorobenzene was at- 
temped, 9 of the 50 persons who became 
sensitized to either substance showed a 
marked disparity with respect to the two al- 
lergens, i. e., 9 became strongly sensitized 
to one allergen but not at all, or questionably 
so, to the other. It is true that this ex- 
periment is not directly relevant to the 
problem at hand in that the study was 
concerned with the acquisition of a sensitiv- 
ity to simultaneously applied new allergens. 
Nevertheless, it is felt that the results of 
this study cast doubt on the concept of 
polyvalence. Many of the persons to whom 
the allergens were applied gave a history of 
a previous eczematous sensitization. Fur- 
ther, the allergens used were as strong ec- 
zematous sensitizers as could be found. 
Hence, if, under the circumstances where 
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the application of a powerful eczematous 
allergen to persons with a history of a 
previous eczematous sensitization does not 
necessarily lead to the acquisition of a sen- 
sitization, it seems dubious that in eczema- 
tous persons under natural circumstances 
the occasional contact with a weak allergen 
woitld lead to the development of a sensiti- 
zation. Third, Chase 8? found that strains 
of guinea pigs could be bred which were 
specifically sensitizable to allergen A or to 
allergen B, but not to both. 

All of this then seems to indicate that 
there is a genetic orientation to the develop- 
ment of a sensitization and that individuals 
are not so constitutionally determined that 
they acquire eczematous sensitizations in 
general. This then means that a person so 
constituted as to be able to develop a sen- 
sitization to allergen A, will, if he meets 
allergens A, B, and C under appropriate 
circumstances, become sensitized to A; but 
that he will not necessarily become sensi- 
tized to B or C, even though these are just 
as powerful allergens as A. 

It then behooves us to reappraise the 
nature of the “sensitivities” that the eczem- 
atously sensitized individual occasionally 
acquires. It is my opinion that the broaden- 
ing of the base, or the “polyvalence of the 
sensitization,” denotes an increased, non- 
specific irritability of the skin, rather than 
the development of new allergic eczematous 
sensitizations. Saying this in another 
fashion, the eczematous person’s threshold 
of tolerance for mild primary irritants has 
become lowered. 


Summary 


The pathogenesis and biochemistry of 
primary irritant and allergic eczematous re- 
actions have been reviewed. It is seen that 
these two types of eczematous reactions are 
intimately related but that there are im- 
portant differences between them. It is ob- 
vious that there are many points concerning 
both reactions yet to be elucidated. 


1819 W. Polk St. 
Rostenberg 
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Seal Finger 


The Report of an Occupational Disease Rare in the United States 


JOHN S. SKINNER, M.D., Clayton, Mo. 


Seal finger is a subacute, severely painful, 
localized infection occurring in the fingers 
of sealers. It is not uncommon in the Scan- 
dinavian countries, where it is known as 
Spekkfinger (blubber finger) and where, 
according to Candolin,' it has been period- 
ically described in medical literature since 
1907. The disease occurs so rarely in this 
part of the world that it has been described 
in the literature of this country on only one 
occasion.? Because of its rarity, especially 
in Midwestern United States, the report of 
the following case, which was discovered in 
St. Louis, seems justified. 

The infection occurs exclusively in men 
who slaughter or skin seals. Only the tissue 
of the finger or occasionally of the hand is 
involved. Most authorities agree that the 
infecting agent does not enter unbroken 
skin, pointing out that all carefully docu- 
mented cases have a history of preceding in- 
jury to the skin of the diseased part. In 
spite of several efforts to identify the etio- 
logical organism responsible for the condi- 
tion, it remains unknown. 

After an incubation ‘period of from 3 to 
21 days the involved finger becomes mark- 
edly swollen and exquisitely painful and 
tender. The skin appears tightly drawn and 
only slightly reddened. The tissues have a 
doughy, myxedematous texture. Adjacent 
joints are usually included in the process, 
and motion is limited by pain and swelling. 
Although reddened lymphatic vessels and 
enlarged axillary lymph nodes are occasion- 
ally seen, possibly due to secondary infec- 
tion, the process is always local, and 
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systemic symptoms are slight or absent. Im- 
munity does not occur. 

Roentgenograms show surprisingly little 
involvement of bone when one considers the 
severity of the swelling and.edema. Usually 
there is some joint space narrowing and 
some radiolucency of the bone near the 
joint. It has been suggested that these 
changes occur more from stasis and tissue 
pressure than from inflammation.! 

Until chlortetracycline (Aureomycin) was 
tried, there was no effective treatment for 
the disease.* In the past sufferers from this 
disabling affliction resorted to many meas- 
ures, such as dipping the well-soaped finger 
into boiling water or oil from time to time, 
or the application of strange assorted poul- 
tices, or even to amputation of the painful 
finger. According to Candolin, penicillin is 
not effective in arresting the condition. 
Waage (cited by Rodahl?) in 1950 reported 
excellent results from the use of chlortetra- 
cycline in treating this disease. This anti- 
biotic seems still to be the drug of choice. 


Report of a Case 


A youth, age 19, an employee of a fur company 
of St. Louis, has for several years been a member 
of the sealing expeditions of this company to the 
Pribilof Islands (St. Paul and St. George Is- 
lands), which are located in the Bering Sea. Dur- 
ing the 1955 season, from June 23, he worked as a 
blubberer, which job consists of scraping fat from 
the inside of seal skins with a two-handled knife. 
The men work rapidly and do not lay their knife 
aside while adjusting the skins on the scraping 
rack. To keep from dropping his heavy, greasy 
knife this man held it in such a way that the 
second and third fingers of his right hand hooked 
under the edge of the knife blade adjacent to the 
right hahélle. Almost immediately the skin of 
these two fingers became lacerated, in spite of 
which he continued to work steadily. 
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On about Aug. 7, six weeks after the initial 
trauma, the third finger of the right hand began 
to swell and become painful. Although this man 
has exhibited great tolerance to pain, he described 
the finger pain as varying from moderate to in- 
tense. It was throbbing in character and always 
exquisitely tender. 

At this point, the job at the islands having been 
completed for the season, he spent two weeks on 
duty with his National Guard unit. Treatment 
by the Army surgeons consisted of hot soaks, and 
when I saw him on Aug. 30 he felt that the finger 
was improving. 

Examination revealed marked swelling and mod- 
erate tenderness of the distal two phalanges of 
the third right finger. Motion at the joint was 
limited to about 2%. There was no lymphadenop- 
athy or systemic reaction. 

No treatment was prescribed, except continued 
hot applications. When improvement did not con- 
tinue, he was seen by Dr. Vernon Mastin, the 
company surgeon, on Sept. 7. Through-and- 
through drainage was performed, and seven in- 
jections of: penicillin were given. By Sept. 20 the 
incision had healed, but the swelling was only 
slightly improved. At this point an older company 
official suggested that the condition was reminis- 
cent of seal finger. As it resembled the description 
of the disease given in the literature, the patient 
was treated with tetracycline (Achromycin), after 
which there was definite but slow improvement. 
When last seen, on April 12, 1956, there was al- 
most full range of motion, but still some residual 
swelling. There has been no pain or tenderness 





1. Oblique x-ray view of third right finger taken on Oct. 11, 1955. 
3. Photograph of right hand taken Oct. 11, 1955. 


posterior view. 
e 
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from the beginning of tetracycline therapy in 
September. 

Roentgenograms of the finger by the Scott 
Radiological Group showed only soft tissue swell- 
ing on Aug. 21, 1955. On Oct. 11 x-rays revealed 
slight narrowing of the joint space, with a small 
amount of bone destruction on the medial aspect 
of the terminal end of the proximal phalanx. 


Comment 


Although seal finger is common among 
sealers operating in Scandinavian waters 
and elsewhere, it has been a rare infection 
in the Pribilof Island sealers. The St. 
Louis Company expeditions have been proc- 
essing an average of 65,000 pelts annually 
for many years, yet there is no previous 
documented case in their file. Two of 
Rodahl’s three cases, both biologists, con- 
tracted their disease from seals while study- 
ing in the Pribilofs. 

One explanation for this low incidence 
seems to be the tendency for the disease 
to be spread from older seals. To maintain 
the seal herd, now the world’s most impor- 
tant, the fur, company operates in compliance 
with the Washington treaty of 1911 and 
kills only male pups 3 to 4 years old. Only 
one of Rodahl’s two cases got his infection 


2. Same in antero- 
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from a young seal, which incidentally bit 
him during a tagging operation. Another 
explanation is the possibility that there are 
better hygienic conditions on the Pribilof 
Islands than on many sealing vessels, a 
tendency for less trauma to the hands in 
this particular operation and the presence 
of adequate first-aid facilities for the in- 
jured. Finally, certain kinds of seals seem 
less apt to carry the infection than do others. 
The eared seals (Otariidae), of which the 
fur seals are a type, are less frequently 
associated with seal finger than are the ear- 
less seals. 

The sealer described in this report, al- 
though exposed to the skins of young seals 
only, was exposed repeatedly through open 
wounds on his fingers for six weeks. It is 


felt that the infection is preventable, and 
precautionary measures have been recom- 
mended for future operations. These in- 
clude instruction in proper knife handling, 
daily hand inspections, and vigorous treat- 
ment of open wounds of the hands among 
the personnel handling the seals and skins. 
35 N. Central Ave. 
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Cutaneous Clinical Physiology During Artificial 


Hibernation and Neurolysis 


ARTURO M. MOM, M.D.; S. P. UBALTON, M.D., and NELLY A. CLERC, M.D., Buenos Aires 
With the collaboration of J. O. Ambrogna, E. Bérard, I. Dégano, M. Elkin, Berta A. Garcia Velloso, 
M, Polak, R. S. Raimondi, J. M. Vayo, and D. Zaefferer. 


In the course of clinical investigations 
carried out during the years 1954-1955 with 
the Laborit-Huguénard ! technique of artifi- 
cial hibernation and neurolysis, we have had 
the opportunity of studying some aspects of 
cutaneous physiology and pathology in a 
group of dermatological patients. At the 
same time with the same patients some 
endocrinological? and neurophysiological ® 
studies have been carried out. A preliminary 
report * was made in November, 1954. 


Clinical Material and Methods 


Artificial hibernation was carried out ac- 
cording to the Laborit-Huguénard technique 
during periods of from three to eight days 
in which the patients underwent rectal tem- 
peratures down to 29 C (84.2 F). This 
was done by means of continuous intra- 
venous drip with the so-called “lytic cock- 
tail” with phenothiazine derivatives (chlor- 
promazine, Diparcol, Pacatal, promethazine 
hydrochloride [Phenergan]); Hydergine, 
diphenhydramine (Benadryl), procaine, and 
thiopental sodium in saline or dextrose 5% 
solution, which the patient received without 
any interruption during the period of artifi- 
cial hibernation. 

Body temperature, basal metabolic rate, 
breathing and circulatory functions, are re- 
duced to the minimum, and the physiological 
responses to some drugs, as epinephrine, 
arterenol (norepinephrine), etc., behave in 
an abnormal fashion and even become re- 
versed. 


Submitted for publication May 19, 1956. 
Department of Dermatology, Hospital Argerich. 
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A similar procedure but of less intensity, 
without anesthesia, is that of neurolysis, 
which represents the least degree of neuro- 
vegetative “block” produced by chlorproma- 
zine and related drugs. The procedure is 
carried out with similar drugs and manage- 
ment and may be completed with a barbitu- 
rate, in this way bringing about the 
“prolonged sleep.” 

With these drugs patients are under phys- 
iological or physiopathological laws which 
are poorly understood but which, in some 
way set them apart from normal subjects. 
Hence it was thought that these methods, 
especially that of artificial hibernation, 
might be useful in cases of serious derma- 
toses, such as pemphigus vulgaris, mycosis 
fungoides, erythroderma exfoliativum, etc., 
resistant to the orthodox treatments. There- 
fore, in 1954-1955 we carried out a series 
of dermatological experiments with artificial 
hibernation, prolonged sleep, and neurolysis, 
according to the following plan: 

In four patients (including one case of 
pemphigus vulgaris, one of mycosis fun- 
goides, and two of exfoliative erythro- 
derma) the artificial hibernation technique 
was employed. 

In 48 patients, all of them with itching 
dermatoses (atopic dermatitis, dermatitis 
herpetiformis, mycosis fungoides, exudative 
discoid and lichenoid chronic dermatosis 
[Sulzberger and Garbe], erythema multi- 
forme, erythrodermas) treatment was by 
means of neurolysis (40 patients) .or pro- 
longed sleep (8 patients). 

Besides clinical observation, these patients 
were tested with 2-4 dinitrochlorobenzene 
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by contact to study the influence of artificial 
hibernation on sensitization by contact, and 
in one of them, during artificial hibernation, 
we performed a radiobiological study whose 
details are reported elsewhere.°® 


Clinical Results and Cutaneous 
Physiology 


1. Evolution of Dermatological Lesions.— 
During the experiments bullous muco- 
cutaneous lesions underwent the following 
evolution: (a) Bullae from pemphigus vul- 
garis had a quick involution. Within 24 
hours the actual lesions regressed, and new 
ones did not appear. However, histopath- 
ological studies showed that acantholysis 
remained unchanged. (6b) Mucous lesions 
from erythema multiforme slowly decreased 
during neurolysis, but improvement was 
quicker when corticotropin (ACTH) or 
cortisone was used or corticotropin, chlor- 
promazine, and promethazine hydrochloride 
were added together to the perfusion liquid. 
(c) In dermatitis herpetiformis neurolysis 
produced a marked improvement, but the 
disease did not disappear until sulfapyridine 
was given. 

Erythematous and infiltrative lesions of 
mycosis fungoides underwent a marked ard 
rapid change, with flattening and decreasing 
of edema which covered all the skin. Itching 
completely disappeared within 24 hours. 
Tumors flattened in some areas and seemed 
to melt in others during and after artificial 
hibernation. Differences were only quantita- 
tive because, as was shown by histopatho- 
logical study, specific lesions remained 
unchanged. 

The principal effect on atopic dermatitis 
and exfoliative dermatitis was the almost 
complete ceasing of itching, and, conse- 
quently, the slow disappearance of 
lichenification. During artificial hibernation 
exfoliative dermatitis underwent a change; 
there was lessening of scaling, but these 
alterations were less evident than in bullous 
diseases. 

Normal or parakeratotic keratinization 
was poorly influenced during experiments. 


Mom et al. 


Hair and nails went on growing without any 
particular difference, the reverse of what 
happens with sweating and sebaceous secre- 
tion. 

2. Effect on Itching.—The effects of the 
methods studied on itching are well marked. 
Patients had been treated with many drugs, 
including corticotropin, cortisone, topical hy- 
drocortisone, roentgenotherapy, etc., with 
erratic results or with initial benefit and later 
resistance. This was especially remarkable 
in 3 cases of mycosis fungoides, 2 of ex- 
foliative dermatitis, and 15 of atopic 
dermatitis. Itching was completely con- 
trolled during neurolysis. 

In a case of mycosis fungoides it was 
possible to make an interesting experiment 
as regards the grading of results of the 
methods here described. The patient, aged 
36, suffered an intense itching which did not 
give way to any drug. Neurolysis (with 
chlorpromazine and promethazine hydro- 
chloride per os) made itching fade out for 
several weeks, but it came back in spite of 
increasing dosage. Then intravenous neu- 
rolysis was carried out (chlorpromazine, 100 
mg.; promethazine hydrochloride 100 mg. 
daily in 500 cc. of saline, by intravenous 
drip, together with 0.4 gm. of phenobarbital 
per os in 24 hours, for five days) ; the result 
was the disappearance of itching for three 
weeks, after which it slowly reappeared and 
reached great intensity in a few days. Then 
the patient underwent his first artificial 
hibernation for five days. Itching stopped 
for two months and it began again slowly. 
The patient was subjected to a second artifi- 
cial hibernation, during which tumors were 
heavily irradiated. Itching completely disap- 
peared, but the patient died 14 days after 
hibernation was ended. 

3. Skin Temperature During Artificial 
Hibernation.—Problems connected with 
thermoregulation are among the most im- 
portant and complex effects of artificial 
hibernation. The central action of the “lytic 
cocktail” may reduce temperature to 30 C 
(86 F) rectal and sometimes less during 
some hours as with one of our patients. 
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Villamil and Clavijo® had experience with 
temperatures even as low as 22 C (71.6 F) 
in subjects with skull traumatisms. 

Parallel to the decreasing rectal tempera- 
ture one can observe a progressive diminish- 
ing of skin temperature in the face, thorax, 
and limbs, and as soon as artificial hiberna- 
tion is prolonged skin temperature tends 
to become equal all over the cutaneous sur- 
face. It must be remembered that the patient 
is quite bare during the time of the experi- 
ment, under hypotension (down to 60 mm. 
Hg), and with a practically complete elim- 
ination of the vasomotor and sudoriparous 
regulation of the skin. 

4. Sebaceous Secretion.—One outstand- 
ing feature obtained during these experi- 
ments was that connected with sebaceous 
secretion. This was measured according to 
the Jones method,’ in comparison with 
values obtained before hibernation. In six 
patients it could be established that seba- 
ceous secretion decreased 70%. This was 
measured on the forehead, and it must be 
borne in mind that rectal temperatures in 
these patients varied between 29 and 34 C 
(84.2 and 93.2 F). Skin temperatures were 
3.5-5 degrees C lower than rectal (Der- 
malor,* McKesson). With the low tempera- 
tures, sebum solidifies * and prevents the 
expulsion of the glandular secretion. This 
might be the best explanation although one 
must not forget that chlorpromazine might 
have had an indirect effect .through its 
adrenolytic action on the supposed sympa- 
thetic innervation of the sebaceous glands. 

5. Sweating and Insensible Perspiration. 

Sweating tests were done before and 
during the artificial hibernation and neuroly- 
sis with methacholine (Mecholyl), epi- 
nephrine, and arterenol, according to the 
techniques of Brun® and Herrmann.!? 
These tests show sympathetic and parasym- 
pathetic blockade especially as regards 
adrenolytic action, which was clearly mani- 
fested in the eccrine sudoriparous glands. 
This result has recently been commented 
on by one of us.® 


* Device for measuring skin temperature. 
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Insensible perspiration tests according to 
the Felsher-Rothman!! and Mom-Clerc 
techniques were carried out in two patients 
under neurolysis by intravenous drip. As 
one could hope, total sweating decreased 
slightly owing to the atropine-like effect of 
chlorpromazine without any essential change 
in the “pitressin curve.”!* 

6. Allergic Skin Test.—In the course of 
the experiments a series of allergic skin 
tests were done to show the probable 
moderating action on skin sensitivity. Sev- 
eral patients were previously sensitized to 
1:10 of 2-4 dinitrochlorbenzene, and during 
the hibernation periods tests were done with 
1:100 and 1:1000 to test the degree of sensi- 
tivity by contact. Some other patients were 
sensitized during the experiments and their 
sensitivity was tested after neurolysis. 

Except quantitative differences, no essen- 
tial changes in sensitivity reaction time and 
clinical response were noticed. Storck * has 
recently proved the same in guinea pigs. 

Intradermal reactions made with tuber- 
culin, Frei antigen, lepromin, and tricophy- 
tin did not show any difference between the 
periods of study. 

7. Radiosensitivity and Radiobiology Dur- 
ing Artificial Hibernation—In the course 
of hibernation, a mycosis fungoides patient 
was irradiated with 11.000 r within 44 
hours, in four doses in four zones; and also 
with 300, 600 and 900 r in hairy zones, for 
once, for radiobiologic studies of hair dur- 
ing hibernation. All areas were subjected 
to biopsy 10 days after hibernation and 
careful histopathologic and _ radiobiologic 
studies compared with a similar study of 
another mycosis patient of the same age 
not hibernated will be published elsewhere. 
Although experience is scanty, results sug- 
gest a well-marked difference between the 
two cases. 

During the experiments no radiation sick- 
ness was observed. 

In this connection mention should be 
made of the recent work of O’Brien '* on ~ 
radiosensitivity of frozen rabbit ear. 
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8. Endocrine Studies——Urinary 17-keto- 
steroid determinations were carried out in all 
patients before, during, and after hiberna- 
tion and neurolysis. The same studies, as 
well as determination of the decrease in 
eosinophils, were also made after 25 U. of 
corticotropin. As has been presented in 
full elsewhere,? 17-ketosteroids increased 
75% before and only 1.5% during hiberna- 
tion after corticotropin action, and eosino- 
penia was 70% before and 50% during 
hibernation. Less significant percentages 
were obtained during neurolysis. BMR de- 
terminations were made in some patients 
before and after neurolysis. Results agreed 
with those of Villamil and Clavijo,® who 
obtained values of —40% in patients with 
skull traumatisms. 


Comments 


The use of neuroplegic drugs according 
to the Laborit technique is a method of ex- 
ceptional importance for cutaneous physio- 
logical studies and for better knowledge 
of mutual relations between skin and nerv- 
ous system. The therapeutic scope deserves 
consideration especially in connection with 
neurolysis, for artificial hibernation is a 
method only for exceptional use in a well- 
equipped environment with a well-qualified 
team. 

From our clinical material there emerge 
a series of conclusions which are valid for 
artificial hibernation and in a lower degree 
for neurolysis. 

Most important features on physiological 
grounds are the leveling off of skin tempera- 
ture in the whole cutaneous surface; the 
marked decrease of adrenergic and cho- 
linergic sweating, the lessening of sebaceous 
secretion, and the slight influence on insen- 
sible perspiration, keratinization, and hair 
growth. 

As to the physiopathological aspects, the 
influence of chlorpromazine and _ related 
drugs is marked on itching, eosinopenia, 
urinary 17-ketosteroid elimination, and basal 
metabolic rate, and on disinfiltration and 
melting of lichenification areas of atopic 
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dermatitis and mycosis fungoides and on 
swift epidermization of erosive surfaces of 
the bullae of pemphigus. One must point 
out also the apparent changes in cutaneous 
radiosensitivity and _ radiobiology during 
hibernation. 

Allergic mechanisms of sensitization by 
contact and tuberculin-type of sensitivity 
seem not to be influenced by hibernation or 
neurolysis. 


Summary and Conclusions 


lifty-two patients underwent artificial 
hibernation (four cases) ; “prolonged sleep” 
(eight patients), and neurolysis (forty pa- 
tients) according to the Laborit technique 
for periods of between 3 and 60 days. In all 
experiments, phenothiazine derivatives—es- 
pecially chlorpromazine, promethazine hy- 
drochloride, phenergan and Pacatal—and 
diphenhydramine (Benadryl), Hydergine, 
procaine, and thiopental sodium by continu- 
ous intravenous drip were used. 

Clinical and physiological effects on itch- 
ing, sweating, sebaceous secretion, insen- 
sible water loss, skin temperature, sensitiza- 
tion, eosinopenia, urinary 17-ketosteroid 
elimination, etc., have a considerable projec- 
tion in the physiopathology and therapeutics 
of skin diseases. 


Larrea 1031 (Dr. Mom). 
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Announcements 


Prizes Awarded in the Annual Essay Contest of the American Dermatological Asso- 
ciation—Keen competition marked the Annual Essay Prize Contest sponsored by- the 
American Dermatological Association to stimulate investigators to original work in the field 
of Dermatology and Syphilology. Manuscripts were received from several foreign countries 
as well as from the United States and decisions of the Research Aid Committee were based 


on the following considerations : 
. Originality of ideas 
. Potential importance of the work 


. Evaluation of results 

. Clarity of presentation 
. Historical background 
. Bibliography 


NAM WN 


. Experimental methods and the use of controls ¢ 


Excellence of the manuscripts made it difficult to arrange them in order of merit. In the 
opinion of the Committee, only a few points separated. the outstanding contributions. 

The winners of the first prize are Dr. Peter Flesch and Dr. Elizabeth C. Jackson Esoda, 
of Philadelphia, for their paper entitled “Defective Epidermal Protein Metabolism in 
Psoriasis.” The authors will receive a cash prize of $500 as well as an invitation to present 
their paper at the annual meeting of the American Dermatological Association to be held in 


Belleair, Fla. 


The second prize went to Dr. Robert B. Pittelkow of Milwaukee for his paper entitled 
“Systemic Candidiasis and a Study of the Amino Acid Excretion Patterns by Microbiological 


Assay.” 


The third prize was awarded to Dr. R. K. Winkelmann of Rochester, Minn., for his paper 
on “The Muco-Cutaneous End Organ: The Primary Organized Sensory Ending in Human 


Skin.” 


The fourth prize was awarded to Dr. William B. Reed of Washington, D. C., for his 
manuscript entitled “Vascular Reactions in a Chronically Inflamed Skin.” 

The sponsors of this essay contest are encouraged by the number who participated and 
extend congratulations to the winners. Another essay contest will be sponsored this year. 
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Warty Dyskeratoma 


A Benign Cutaneous Tumor Resembling Darier’s Disease Microscopically 


FREDERICK J. SZYMANSKI, M.D., Chicago 


Widespread keratosis follicularis is an 
entity that has been familiar to dermatolo- 
gists since it was described by Darier in 
1889.1. However, discrete warty lesions, 
usually single, with a characteristic micro- 
scopic pattern resembling keratosis follicu- 
laris have been seen from time to time by 
those interested in dermatopathology. Allen 
refers briefly to these growths as examples 
of “isolated Darier’s disease” in his text- 
book.2, Montgomery mentions a lesion which 
appeared to be a senile keratosis of the fore- 
head of 15 years’ duration.* Histologically 
it imitates the microscopic picture of kera- 
tosis follicularis. However, it was consid- 
ered to be a senile keratosis exhibiting a 
benign type of dyskeratosis. A search 
throughout the dermatologic literature did 
not uncover a report of localized tumors 
resembling keratosis follicularis microscop- 
ically. I have had an opportunity to study 
two such lesions, clinically and microscop- 
ically. The clinical descriptions and histo- 
logic sections of five other cases were 
obtained from the histopathologic collections 
of Drs. Hermann Pinkus, Marcus R. Caro, 
and Julius Ginsberg. One case will be de- 
scribed extensively. The remaining six 
case reports will be brief because of the 
clinical and microscopic similarity of these 
tumors. An attempt has been made to de- 
termine histochemical variations between the 
lesions and widespread keratosis follicularis, 


nevus syringadenomatosus papilliferus, and 


Received for publication July 24, 1956. 
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Read before the Section on Dermatology at the 
105th Annual Meeting of the American Medical 
Association, Chicago, June 14, 1956. 


warty dyskeratomas. These studies will be 


described. 


Report of Cases 


Case 1.—A 58-year-old Negro woman presented 
herself with three isolated and discrete lesions on 
the scalp. One of these was located on the left 
frontal area near the scalp margin, another on 
the left side of the occipital region, and the third 
lesion behind the right ear. The patient has been 
aware of these growths for three or four years. 
Examination of the entire cutaneous surface did 
not reveal any other tumors or eruption. 


Fig. 1—An epidermal tumor, resembling a wart, 
is located on the left occipital area of the scalp 
(Case 1). It is cylindrical in shape with a firm 
fleshy base. The surface is covered almost en- 
tirely by a keratotic plug that is surrounded by a 
thin rolled border. 
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Each of the lesions resembled a wart (Fig. 1). 
They were cylindrical in shape, measuring ap- 
proximately 4 mm. in diameter and 3 mm. in 
height. The base of these benign tumors was in- 
durated and pigmented heavily, being almost black 
in color. The surface was covered almost entirely 
by a keratotic plug that was surrounded by a thin 
rolled border. Two of the lesions were excised, 
but one of these has recurred. 

Histologic sections from both lesions are prac- 
tically identical. Microscopic examination of sec- 
tions stained with hematoxylin and eosin reveals 
a sharply circumscribed tumor that has grown 
downward from the epidermis. It consists of 
numerous, closely packed lobules of normal- 
appearing epidermal cells on either side of a large 
parakeratotic plug that extends deeply from the 
surface. Beneath this large horny plug there is a 
cleft that resembles the lacuna of keratosis follic- 
ularis. Small villus-like bodies project into the 
lacuna. The villi are actually dermal papillae 
covered by a single layer of cuboidal cells with 
pale bluish nuclei. The contents of the papillae 
consist of normal collagen fibers, capillaries, and 
a few histiocytes, some of which contain melanin. 
An occasional pseudohorn pearl is seen among 
the cells covering the papillae. (Fig. 2) 

The granular layer is markedly thickened along 
each side of the horny plug, but it is completely 
absent at the base of the plug. Floating in the 
lacuna there are single or grouped cells, some of 
which are ordinary epidermal cells,.and others 
which possess large basophilic nuclei and an 
eosinophilic cytoplasm enclosed by -a definite cell 
membrane. The latter are the dyskeratotic cells 


resembling the corps ronds of keratosis follicularis. 
More of these cells exhibiting individual cell 
keratinization are evident in the prickle-cell layer, 
the granular-cell layer, and even in the keratotic 
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plug. A second variety of cell, located in the 
lacuna and at the base of the horny plug, has a 
shrunken darkly stained basophilic nucleus devoid 
of any detail, surrounded by a thin layer of eosino- 
philic cytoplasm. This cell is identical with the 
“grains” so characteristic of Darier’s disease. 
(Fig. 4) 

A thin zone of inflammatory cells surrounds 
the entire tumor. The cells in this zone can be 
identified as predominantly lymphocytes with a 
few histiocytes, some of which contain melanin. 
Eccrine sweat glands are located in the corium 
near by, but serial sections show no connection be- 
tween the localized epidermal tumor labeled a 
warty dyskeratoma and sweat glands. 

Case 2.—A 66-year-old white man complained 
of a small growth on the right cheek present for 
one year. It was described as a pea-sized papule 
with raised borders and a depressed center. A 
cheesy material was expressed from the center of 
the lesion. The tumor was diagnosed clinically as 
a senile sebaceous adenoma. There is nothing 
visible on the rest of the skin to suggest Darier’s 
disease. 

Microscopically the tumor is recognized as an 
invaginating epidermal mass with a central kerato- 
tic plug. A vesicle-like space is present within 
the Malpighian layer below the horny mass. 
Papillomatosis produces small villus-like bodies 
that project into the lacuna within the epidermis. 
Corps ronds and grains are identified in the 
granular cell and the prickle-cell layers, as well 
as in the epidermal cleft. Immediately below the 
tumor there is a mass consisting of thin inter- 
woven bands of basal cells in a double layer, 
enclosing islands of normal collagen. Small slit- 
like cavities and pseudohorn pearls are located 
within this double row of cells. This pattern 
resembles a sweat-gland tumor, but I interpret 


Fig. 2—Low- power 
microscopic view of a 
warty dyskeratoma 
(Case 1). A sharply 
circumscribed epidermal 
tumor containing a cen- 
tral keratotic plug and 
an epidermal cleft is 
noted, 
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Vig. 3—A warty dyskeratoma (Case 2), re- 
veals below the keratotic plug a retiform mass 
of epithelial tissue resembling a sweat-gland 
tumor, This pattern is produced by papillomatosis. 
I:pidermal cleits and pseudoliorn pearls are con- 
tained within these interweaving bands of epi- 
dermal cells. 


it as a zone of papillomatosis with basal cells 
enclosing the papillae (Fig. 3). 

Cast 3.—A 60-year-old white woman, - demon- 
strated a small growth on the chest under the 
left breast. It had been noticed by the patient 
for the past two years. The tumor was dull red 
in color and oval in shape, measuring about 3 mm. 
in width, 6 mm. in length, and 2 mm. in height. 
‘The surface was mammillated. suggesting the 
diagnosis of seborrheic keratosis grossly. The 
patient has never shown any evidence of a wide- 
spread keratosis follicularis. 

The lesion was excised. Histologic sections 
stained with hematoxylin and eosin demonstrate 
a circumscribed epidermal tumor characterized by 
hyperkeratosis with plugging, papillomatosis, a 
split in the epidermis, corps ronds and grains. 
This lesion was identified readily upon micro- 
scopic examination, but the clinical features did 
not indicate a “warty dyskeratoma.” 

Case 4—A 43-year-old white man had ob- 
served a solitary lesion on the left cheek over 
the zygoma for six months. The tumor was 
described as a keratotic papule, 3 mm. in height 
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and width. A diagnosis of comedone or senile 
keratosis was submitted with the biopsy tissue. 
‘There were no indications of a widespread kera- 
tosis follicularis. 

Microscopically one sees an invaginating epi- 
dermal mass with a central core of horny tissue. 
Corps ronds, grains, an epidermal cleft, and papil- 
lomatosis are additional changes recognized. The 
diagnosis of warty dyskeratoma is acceptable, 
based upon the histopathologic features. 

Case 5.—A 60-year-old man had a skin-colored 
tumor about 4 mm, in diameter located on his 
right cheek. The diagnosis of senile sebaceous 
adenoma was considered at the time of his first 
visit. An excision biopsy was performed, but 
the tumor recurred in six months. It was re- 
moved a second time, and a recurrence has not 
been noted in the past five years. 

the mucroscopic sections trom the original 
tumor and the recurrent growth showed all of 
the features of a “warty dyskeratoma.” A 
sharply outlined epidermal mass growing down- 
ward into the corium with features suggestive 
of keratosis follicularis identifies this benign 
tumor. 

Case 6—A _ 57-year-old white man noticed a 
small growth about 2-3 mm. in diameter on the 
left subtemporal area for the past one and a half 


Fig. 4.—High-power view of histologic sections 
from a warty dyskeratoma. Corps ronds and 
grains are numerous. . 
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to two years. A diagnosis of “epithelioma” was 
submitted with the biopsy tissue. 

A diagnosis of warty dyskeratoma was readily 
made microscopically upon recognition of the 
features described previously. 

Case 7.—A 49-year-old white woman had _ been 
aware of a lesion 3 mm. in diameter on the right 
cheek about 2 cm. below the eye. The tumor was 
covered by a verrucous crust that was easily 
removed. At times a cheesy material was ex- 
pressed from the growth. A clinical diagnosis 
of seborrheic keratosis with early malignant 
changes was made. 

The sections stained with hematoxylin and eosin 
exhibit all of the salient points necessary for a 
diagnosis of “warty dyskeratoma.” 


Histochemical Methods and Results 


Certain observers have claimed that the 
warty dyskeratoma is a variant of nevus 
syringadenomatosus papilliferus. There are 
obvious morphologic differences between 
these two tumors and these will be men- 
tioned in the comment. However, it was felt 
that certain histochemical stains might con- 
tribute supportive evidence to bolster the 
claim that these are separate entities. 

Biopsy.tissues from (1) normal skin, (2) 
keratosis follicularis, (3) nevus syringad- 
enomatosus papilliferus, and. (4) warty 
dyskeratoma were fixed in _ formalin, 
mounted in paraffin, and sectioned. Four 
sections, one from each disorder enumerated 
above, and one from normal skin, were 
placed on a single slide. A number of such 
slides were made for various histochemical 
staining methods. Glycogen was demonr- 
strated by the periodic acid-Schiff routine 
modified by Montagna.* For control, the 
four unstained sections were treated with 
1% diastase solution for 15 minutes before 
staining by the periodic acid-Schiff method. 
All of the purplish-red staining substance 
removed by diastase was considered to be 
glycogen. Glycogen was demonstrated in 
fairly heavy amounts in the epithelial cells 
covering the villi and in those lining a large 
cyst in the section of nevus syringadenoma- 
tosus papilliferus. Much glycogen was noted 
in the inflammatory cells contained within 
the villi, and in the acanthotic epidermis at 
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the border of this sweat gland tumor. Sur- 
prisingly, glycogen could not be demon- 
strated in any portion of the warty 
dyskeratoma, whereas eccrine sweat glands 
near the border of the tumor showed a mod- 
erate amount. Corps ronds, grains, and the 
cells lining the papillae showed no glycogen 
whatsoever. The epidermis, corps ronds, 
and grains in widespread keratosis follicu- 
laris were also free of glycogen. 
Desoxyribonucleic acid was demon- 
strated by the Feulgen reaction.5 As a con- 
trol, unstained sections were immersed in 
0.1% desoxyribonuclease solution for one 
to three hours, after which they were stained 
by the Feulgen method. Desoxyribonuclease 
removed all of the purplish-red substance 
from the nuclei in all four sections. In the 
sections from normal skin, desoxyribonu- 
cleic acid is demonstrated by a purplish-red 
stain within the nuclei. The nuclei of the 
basal layer stain quite vividly, but there is 
a definite paling as the cells progress up- 
ward through the prickle-cell layer. In the 
granular layer, the nuclei become smaller, 
and once again stain a more intense pur- 
plish-red. The cells lining the villi in the 
nevus syringadenomatosus papilliferus stain 
a bright purplish-red, whereas the lining 
cells of the papillae in the warty dyskera- 
toma appear a pale lavender. This tinctorial 
difference may not be significant, but inas- 
much as all of the sections were placed 
on one slide and stained simultaneously, a 
difference in quantity of desoxyribonucleic 
acid is suggested. The section of keratosis 
follicularis responds to the Feulgen reaction 
in the same manner as the section of warty 
dyskeratoma. In both conditions the nuclei 
of the corps ronds are pale violet, and the 
nuclei of the grains are dark purplish-red. 
Ribonucleic acid was demonstrated by the 
methyl green-pyronin method.® A red stain- 
ing of the cytoplasm that is removed by 
exposure to 0.1% ribonuclease indicates the 
presence of ribonucleic acid. No significant 
differences of the ribonucleic acid content 
in normal skin, Darier’s disease, warty 
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dyskeratoma, and nevus syringadenomatosus 
papilliferus are perceptible. 


Comment 


Warty dyskeratoma is the name given to 
a rare cutaneous tumor that is usually single, 
although one of the patients reported (Case 
1) had three such lesions. Nine of these 
tumors occurred in seven patients. Three 
were located on the scalp, three on the 
right cheek, one on the left cheek, one on 
the subtemporal area, and one on the body 
under. the left breast. 

Warty dyskeratomas usually occur in 
elderly persons. The age of the patients 
varied from 43 to 66, and the tumors had 
been present for a period anywhere from 
six months to four years. The clinical 
appearance of these tumors is not distinc- 
tive, inasmuch as the following diagnoses— 
verruca vulgaris, senile sebaceous adenoma, 
seborrheic keratosis, comedone, senile kera- 
tosis, and epithelioma—were suggested 
before surgical removal. However, the histo- 
pathologic pattern is characteristic and 
diagnostic, resembling the micropathologic 
features of Darier’s disease except for the 
localization of the epidermal tumorous pro- 
liferation in the warty dyskeratoma. Despite 
their microscopic similarities, the warty 
dyskeratoma is apparently not related to, 
nor does it predispose to, keratosis’ follicu- 
laris. None of the patients in this report 
exhibited the classical lesions of Darier’s 
disease. 

Upon first glance, microscopically one 
may consider the warty dyskeratoma to be 
a form of nevus syringadenomatosus papil- 
liferus, but upon closer scrutiny there are 
morphologic differences that cannot be rec- 
onciled. Like the warty dyskeratoma, 
the nevus syringadenomatosus papilliferus 
grows downward from the surface, invagi- 
nating and forming a large cystic cavity 
containing villi. A horny plug can also 
occur, but corps ronds and grains are absent. 
Large cysts and the villi are lined by a 
double row of cells, whereas in warty 
dyskeratoma the villus-like projections are 
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covered by a single layer of cells. The cells 
lining the larger cystic spaces in the syringo- 
cystoadenoma papilliferum show “decapita- 
tion secretion,” suggesting an origin from 
apocrine glands. This has not been observed 
in the warty dyskeratoma. The villi in the 
sweat-gland tumor contain a heavy infiltrate 
consisting mostly of plasma cells. The villi 
of the dyskeratotic tumor contain only a few 
histiocytes. A granular-cell layer is com- 
pletely absent in the nevus syringadeno- 
matosus papilliferus. In the warty dyskera- 
toma, the granular layer of the epidermis is 
missing over a small area just beneath the 
base of the horny plug, but marked hyper- 
plasia of the granular cells is visible along 
the sides of the horny plug. 

Histochemically there are differences 
which indicate separate and dissimilar ori- 
gins for the warty dyskeratoma and the 
nevus syringocystadenomatosus papilliferus. 
Glycogen is entirely absent in the former, 
and markedly increased in the latter. There 
are differences in the desoxyribonucleic 
acid contents of these tumors, although 
slight, which may suggest a different patho- 
genesis. In contrast sections from Darier’s 
disease and from warty dyskeratoma react 
alike histochemically. 

Clinically all of the lesions reported have 
behaved like benign tumors. Metastases 
have never occurred. However, if the tu- 
mors are not excised completely, there is 
a possibility uf recurrence. Two of these 
tumors regrew after surgical excision. 

The name given to these new growths 
seems justified when one considers that the 
corps ronds and the grains are examples 
of true dyskeratosis. The rest of the title is 
self-explanatory. 


Summary 


Warty dyskeratoma is the name given to 
a benign cutaneous tumor that resembles 
Darier’s disease microscopically. 

Clinical, histopathological, and histochem- 
ical features of this lesion are discussed. 

1819 W. Polk St. 
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The Influence of Erythroderma on the Body 


J. J. ZOON, M.D., and J. W. H. MALI, M.D., Utrecht, Netherlands 


Clinical experience makes it indeed very 
likely that an extensive inflammation of the 
skin causes a repercussion on the entire 
organism. The cachectic and fatal end of a 
not unimportant number of our chronic 
erythroderma patients clearly points in this 
direction. Only rarely in these patients 
changes are found after death, related to 
the erythroderma, which by themselves may 
explain the fatal outcome. I would like to 
begin by stating that the thesis, defended 
by many authors, that internal disorders 
(metabolic diseases such as diabetes, or car- 
cinoma, endocrine disturbances, senectitude ) 
would be of great significance in a causative 
or predisposing sense in the development 
of erythroderma, is not acceptable in its 
general implications, but at most in inci- 
dental cases only. No one has ever suc- 
ceeded even in making it seem plausible that 
an erythroderma would as a rule be the 
result of a primary internal disturbance. 
Endocrine disturbances have been especially 
presumed. The clinical picture of the gen- 
uine chronic erythroderma: the pigimenta- 
tion, the hair shedding, and the changes in 
the nails, the high pulse rate, the high 
B. M.R., the rapid tiring, the great sensi- 
tivity to cold, the disturbances in the sexual 
sphere, again and again have reminded 
investigators of endocrine disturbances. 
However, it has not yet been possible to 
adduce positive proof in this direction; also 
hormonal treatment has not yielded a result 
that might sufficiently support the assump- 
tion. We have preferred as a starting point 
for our consideration the thought that the 
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skin disorder has such an important in- 
fluence on the organism, giving rise to in- 
ternal disturbances, that this is among the 
reasons that the body in many cases has 
been- forced to abandon the struggle for 
existence. 

A first tangible indication that erythro- 
derma may exert influence on the entire 


‘organism is the important reaction of the 


lymph nodes (réticulose lipomélanique), 
which one may often observe occurring in 
consequence of the erythroderma and which 
we like to ascribe to resorption of various 
products of metabolism originating from the 
skin. Earlier investigators thought of pro- 
tein fractions as toxic substances, and also 
of histamine and acetylcholine. However, we 
have not nearly sufficient knowledge as to 
the nature of the substances that are trans- 
ported from the skin to the lymph nodes; 
the possibility that they are of considerable 
importance I would not venture to dispute. 

Likewise, the results of American investi- 
gations concerning, e. g., the unfavorable 
influence of extensive burns on the general 
condition of the body encouraged us to try 
to obtain some insight into the influence of 
erythroderma on the entire organism. Burn- 
ing and erythroderma are not at all condi- 
tions that can be thought analogous; yet 
there are some points of similarity, such 
as, e. g., the loss of water and protein via 
the skin. Formerly investigations were 
made of the influence of skin disorders on 
the entire organism by Germans, Japanese, 
and also by Americans. These first attempts 
to find out something about the influence 
of extensive inflammatory dermatoses on 
internal organs have not, however, revealed 
much. Too much search was made, e. g., 
for incipient chemical and morphological 
changes in the blood. Probably because the 


573 











body abandons its normal values as late as 
possible (Babnik) and tries as long as possi- 
ble to maintain these, this type of alteration 
was not found so easily, at least not to such 
a degree that this might by itself explain 
the unfavorable course of a case of erythro- 
derma. Investigation into morphological 
changes of the organs likewise brought’ no 
solution. Of the various possibilities of 
attacking the problem we thought the most 
obvious was to investigate the situation re- 
garding (a) the amount of energy that the 
body may lose through an inflamed skin and 
(b) the quantities of substances important 
to the body (proteins) that are lost via 
the skin. Is it possible that these losses in 
erythroderma are to such a degree different 
from those in a normal person that the entire 
human metabolism is consequently unfavor- 
ably influenced ? 

In this respect it appears of importance 
to pay special attention to the loss of heat, 
water, and protein which the body may 
suffer in consequence of the erythroderma. 

In 11 patients with erythroderma we 
found in 10 an increased metabolic rate, 
even up to +119% and thus, an increased 
production of heat (Table 1). This ob- 


TABLE 1.—IJncrease in Basal Metabolic Rate in 
Erythroderma Patients 











Increase in 
Case Sex Age Diagnosis B.M.R., 
% 
1 F 64 General prurigo +41, +73 
2 ™M 40 General psoriasis +42 
3 F 40 Subacute erythroderma +23 
4 M838 Subacute +6 
5 F 47 Chronic +16 
6 M65 Chronic +43 
y Sg 43 Chronic +40 
Re 44 Chronic +80 
9 M_~ 83 _ Chronic +119 
10 35 Subacute erythroderma 33 
11 M 50 Toxicoderma 





servation had been made previously, inci- 
dentally, by Linser in three erythroderma 
patients; this was interpreted, however, to 
mean that the increased B. M.R. was the 
cause rather than the resuit of the erythro- 
derma (Linser; likewise Hanes and Crew). 
We think it permissible to state that the 
reverse is more likely, because it can be 
accepted that the local alterations of the 
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skin in erythroderma—whatever may be the 
cause—induce primarily a considerably in- 
creased loss of heat. A result of this, and 
a reaction to it, is an increase in heat pro- 
duction by a generally increased metabolism. 

Normally, skin and subcutis form the 
principal part of the rind of the organism, 
that is, that part of the body that has 
no constant temperature (as has the core) 
and that may easily endure great changes 
in temperature. This rind—a _ functional 
concept—plays an important role in the total 
heat metabolism: By its furictioning (vaso- 
constriction and vasodilatation in a cold or 
warm environment), the body may adapt 
itself to considerably varying environmental 
temperatures (Fig. 1). Owing to this, the 
degree of heat of the core, the body tem- 
perature, may remain consta:’. The latter 
is of primary importance, if not strictly 
necessary, for the optimal functioning of the 
vital internal organs. The functioning of 
the rind certainly is also dependent on its 
composition: Thus inflammation of cutis 
and subcutis increases its blood content. By 
the increased blood flow considerably more 
heat is transported to the skin surface and 
also to the somewhat deeper layers than is 
normally the case, especially when super- 
ficial as well as deep vascular networks are 
dilated. One could speak of a greater ef- 
fective heat conductivity. The increase in 
fluid in the skin outside the vessels gives 
an increase of the actual heat conductivity. 
Moreover, more heat is generally required 
for evaporation. In normal persons the heat 
loss by evaporation is chiefly dependent on 
the mechanism of heat regulation (perspira- 
tion in higher environmental temperature) ; 
in erythroderma the heat loss by evapora- 
tion is mainly determined by factors that 
exist outside this regulatory mechanism and 
that are dependent on the inflamed skin as 
such. Thus, in erythroderma certain por- 
tions of the epidermis (e. g., the stratum 
lucidum) may be lacking (increased perme- 
ability), and ‘the surface may even be 
erosive and humid. By these circumstances 
it becomes difficult to judge by which proc- 
ess this body loses its heat. This may occur 
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Fig. 1—Diagrammatic drawings showing rind (white) and core (black) in different 


environmental temperatures. 


as: (a) evaporation heat of perspiratio 
insensibilis; (b) evaporation heat of per- 
spiratio sensibilis (sweating) ; (c) evapora- 
tion heat of fluid, which is brought into 
the skin and to the skin surface by the 
inflammation. : 

In addition, great quantities of water are 
liberated in the process of cornification, the 
latter being abnormal. We know that the 
water content of flakes amounts to 5% to 
10% of their weight, that of the stratum 
basale, 80%. From these data it may be 
easily calculated that merely in this way 
the loss of water may amount to 10% of 
the total water loss, if, for instance 100 gm. 
flakes are lost daily, as sometimes occurred 
in our cases. From all these considerations 
we cautiously draw the conclusion that in 
erythroderma in which the entire skin (cutis 
and epidermis) is inflamed the heat trans- 
port will be considerably increased. By the 
increased blood content and the increase in 
heat conductivity the temperature of the skin 
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surface will increase (plus factor). 
again results in increased heat loss by radia- 
tion and conduction, qualitatively determined 
by the difference in temperature between 
skin surface and environment (first minus 
factor).. Furthermore, a part of the heat 
conveyed to the skin in erythroderma is lost 
as evaporation heat (second minus factor). 
By this interplay of plus and minus the 
surface temperature may even become nor- 
mal or below normal. In that case the heat 
loss by radiation and conduction again de- 
creases, but because of evaporation so much 
may yet be lost that the total heat loss is 
much greater than that of normal persons 
in an environmental temperature that is not 
excessively high. This appears to be the 
case in erythroderma as a rule, when the 
temperature of the skin surface is increased 
as well as when it is decreased. In normal 
persons the heat loss by evaporation is much 
less; here this loss increases considerably 
only when insufficient heat can be eliminated 
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by radiation and conauction, owing to a too 
slight difference in temperature between 
skin and environment. In this case much 
more heat is lost by increased evaporation 
(the perspiration mechanism coming into 
action). 

Summary: In normal persons there is 
greatly increased heat loss by evaporation 
only when a high environmental temperature 
releases the sweating mechanism ; in erythro- 
derma, apart from this regulatory func- 
tion in itself, there is a great heat loss by 
evaporation at comfortable environmental 
temperature, especially because the diseased, 
abnormal skin is humid and erosive, and be- 
cause by diffusion more water and con- 
sequently more heat is lost. 

In order to gain insight into the heat 
metabolism in our erythroderma patients, we 
measured, in a large series of normal per- 
sons, the temperature at the skin surface 
(in 11 places), in order to calculate from 
these findings the average skin temperature, 
according to Pfleiderer (Fig. 2). When the 
histograms of the measured erythroderma 
patients are compared with the average tem- 
peratures found in 502 normals, then it 
appears that the average temperature in the 
majority of our erythroderma patients is at 
too high a level. When we found normal 
temperatures, we were able to explain this 
by the existence of less serious inflam- 
mations of the skin and its surface (slight 
inflammation has relatively little influence on 
the skin temperature) or by the very high 
figures for evaporation from the skin sur- 
face. 


According to Benedict and Root and 
Heller, normally a relationship exists be- 
tween the B. M. R. and the “perspiratio in- 
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lished. We determined the B.M.R. in 
seven patients with erythroderma, and cal- 
culated the perspiratio insensibilis (P. I.) 
to be expected, according to Heller. At the 
same time we measured the actual fluid loss 
by weighing on the Sauter balance; it ap- 
peared (Table 2) that in six cases a con- 
siderable surplus had to be noted down, as 
compared with patients: with a normal skin 
and a similar increase in metabolism, for 
whom the formula of Heller holds good. 


20} 








34.00 34.50° C. 


31.00 31.50 32.00 


re. S keine a skin-surface tem- 
perature in 185 normal persons (502 measure- 
ments). (below) Average skin-surface temnpera- 
tures in seven erythroderma patients (64 measure- 
ments). 





This surplus must needs be the result of 
the fact that the fluid loss in this case’ is 
not the result of a normal centrally reg- 
ulated mechanism, but of the changed 
anatomical composition of the skin; in other 
words, the cause of the loss of more heat 
by evaporation here is the inflamed skin. 
From our observations (increased tempera- 
ture of the skin surface, increased fluid 
loss) it appears that the heat loss by radia- 
tion, conduction, and evaporation has been 








ai Pe 5 ; 
sensibilis,” a formula having been estab- increased. 
TABLE 2.—Fluid Loss in Seven Patients with Erythroderma 
Measured 
Case Condition Age B.M.R. Calculated Fluid Surplus, % 
PI. Loss 
1 64 +41 500-700 736 0 
2 41 +38 700-900 1,183 25 
3 65 +43 730-920 1,440 50 
4 43 +24 600-850 1,380 75 
5 45 +80 750-950 2,275 150 
6 35 +33 800-1000 1,600 100 
7 83 +119 900-1200 2,370 150 
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Tas_e 3.—Heat Balance in Two Pattents 








B48 years chronica 
Surplus of fluid loss: 75% 
Average skin temperature of body surface 


34C 
Loss cf water vapor (measured in Sauter Cakante): 0.96 gm. min. 


Be. Ms ROC oi os es a ee ee ckes 
BIOOE Woen 9 VARURE oo eas Rs a eee 


Heat loss by evaporation.....-....-..- 
Le ig loss — conduction and convectiont._- 


2. F 64 years 
Prartes generalisata 
Surplus of fluid loss: 0% 
Average skin temperature of body surface: 34.4 C 


Loss of water vapor (measured in Sauter balance): 0.51 gm. min. 


3, WE Pe, CONOR os ck a Pe ee eee 


Heat loss by radiation*_. 
Heat loss by evaporation... 
Heat loss by conduction and convectiont_- 


fo SIERRA EE SES: AEE EN apa arg Wg meat neta chee eas 





Normal 
CRIES sun oles + coda eee 1,30 Kg.=cal/min. 1.05 
-.-- 0.46 Kg.=cal/min. 0.50t 
Jcikeveticees cae 0.57 Kg.=cal/min. 0.21 
Fs cep ka ieweiys Sami 0.23 Kg.=cal/min. 0.25t 
TARE Mi Bae Sites hs de 1.26 K¢.=cal/min. 0.96 
Normal 
shgid as bacle le Han pereerey 1.04 Kg.=cal/min. 0.81 
0.40 
0.16 
0.20¢ 
Lips oA eer ONO MeO NACE 1.18 Kg.=cal/min. 0.76 





*Calculated from Stefan Boltzmann's law with corrections by Biittner. 
Supposing it to be half of the heat loss by radiation (for normal conditions). 
tAverage values in subject with normal skin under same conditions. 


Heat balance (Table 3) revealed that, 
e. g., in a patient with chronic erythroderma 
with a surplus of 75% fluid loss (Case 4), 
the heat loss by radiation amounted to 0.46 
kg.-cal/min. as against 0.50 normally; the 
heat loss by evaporation 0.57 kg.-cal/min. 
against 0.21 normally; the heat loss by con- 
duction and convection 0.23 kg.-cal/min. 
against 0.25 normally. 

Here most of the heat is lost from the 
body by the high insensible perspiration. 
There is no relation between the B. M. R. 
and the high insensible perspiration. In a 
patient with erythroderma with a “normal” 
fluid loss (Case 1) the heat loss by radiation 
amounted to 0.59 kg.-cal/min. as against 
0.40 normally ; the heat loss by evaporation 
to 0.3 kg.-cal/min. as against 0.16 normally ; 
the heat loss by conduction and convection 
to 0.29 kg.-cal/min. as against 0.20 normally. 
In this case the loss of heat from the body 
is mainly effected by: radiation (high skin 
temperature). Here the rise in insensible 
perspiration is in close relation to the rise 
in heat production, i. e., the B. M. R. 

This considerable heat loss cannot be-re- 
stricted by the normal regulating mechan- 
ism; it is dependent upon the nature, 
intensity and extent of the skin inflamma- 
tion. If the body had not (in an intact heat 
regulation mechanism) at its disposal the 
possibility to start producing more heat (in- 
crease of metabolism), then the body as a 
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whole would start cooling, the temperature 
of the core would decrease, and death by 
cold would ensue. We observe the same 
thing happening as in a normal body in the 
cold; there, likewise, the release of heat 
cannot be limited because of the already 
existing vasoconstriction. Increase in me- 
tabolism occurs in order to maintain the 
normal temperature of the core. The per- 
manently increased heat loss through the 
inflamed skin and the permanently increased 
metabolism both constitute a permanent 
strain in the body that definitely does not 
influence the prognosis in a favorable sense. 

Another factor may be added, viz., the loss 
of proteins, not only with the skin flakes, 
but also with the protein-containing fluid 
lost in consequence of the skin inflammation. 
In 12 patients we found a flake loss (dried 
and defatted) of 10-20 up to 230 gm. per 
week. Since in this way a number of un- 
essential amino acids are lost (mainly leucine 
12%-20% and phenylalanine 2%), an im- 
portant influence on the general condition 
would thus not be expected. However, cys- 
tine is also lost (15% has been measured), 
and this definitely is of importance for a 
normal cornification (Lapiére). For, par- 
ticularly, a normal cornification is urgently 
needed with a damaged epidermis. In in- 
complete cornification, such as is usually 
present in erythroderma, the essential amino 
acid methionine also appears to be lost, as 
Wilkerson: and Tulane have found. In a 
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generalized inflammation of the skin, accom- 
panied by the loss of exudate (often the case 
in erythroderma) the loss of protein via 
the flakes constitutes only a small portion 
of the total loss of protein via the skin. It 
appeared to us from the nitrogen balances 
made that considerable amounts of proteins 
are lost in this way. In four out of five 
patients in whom careful nitrogen balances 
were determined and in whom on this basis 
we could conclude there was a marked loss 
of proteins via the skin, we established a 
distinct hypoproteinemia. 

At present I should not go further than 
to mention these few observations; I also 
mention that in 11 patients with erythro- 
derma we found, roughly, a decreased total 
protein content of the blood in 6 cases. We 
consider this to be a result of the protein 
loss through the skin. In none of these pa- 
tients did liver damage appear demonstrable, 
nor could decreased protein uptake or pro- 
tein loss via the kidneys be held responsible. 
The influence of hypoproteinemia on the 
body as a whole may certainly be very im- 
portant, owing to the function of the pro- 
teins. Thus building up the body proteins 
(blood) and maintaining the water balance 
cannot develop to a full extent. 
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In this connection I should like to men- 
tion the work of Cannon indicating that the 
production of antisubstances against infec- 
tions is disturbed, as well, when insufficient 
protein is available. The protein shortages 
certainly do not promote the restoration of 
the diseased, inflamed skin. This restoration 
in its turn might reduce the energy losses. 
That infections may easily occur also is cer- 
tainly a factor disadvantageous to the general 
condition of the body. 

University of Utrecht. — 
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Special Report 


The Responsibilities of the Medical Profession in the 
Use of X-Ray and Other Ionizing Radiation 


Statement by the United Nations Scientific Committee 
on the Effects of Atomic Radiation 


I. Introduction 


1. The United Nations General Assembly, being aware of the problems in 
public health that are created by the developments of atomic energy, established 
a Scientific Committee on the Effects of Atomic Radiation. This Committee has 
considered that one of its most urgent tasks was to collect as much information 
as possible on the amount of radiation to which man is exposed today, and on 
the effects of this radiation. Since it has become evident that radiation due to 
diagnostic radiology and to radio-therapy constitutes a substantial proportion of 
the total radiation received by the human race, the Committee considers it de- 
sirable to draw attention to information that has been obtained on this subject. 

2. Modern medicine has contributed to the control of many diseases and has 
substantially prolonged the span of human life. These results have depended in 
part on the use of radiation in the detection, diagnosis and treatment of disease. 
There are, however, few examples of scientific progress that are not attended by 
some disadvantages, however slight. It is desirable therefore to review object- 
ively the possible present or future consequences of increased irradiation of 
populations which result from these medical applications of radiation. 


II. General Survey of the Irradiation of Human Beings 


3. Man has always been exposed to some irradiation from natural sources. 
To this has now been added, as a result of modern discoveries and the applica- 
tions of ionizing radiation and radioactivity, certain forms of artificial irradiation. 

4. Natural irradiation is due to: (1) Cosmic radiation, (2) “Background” 
gamma radiation from radioactive substances present locally in the earth, rock 
or building materials, and from disintegration products of radon in air, (3) 
Radiations emitted from natural radioelements such as potassium 40, radium, 
radon and carbon 14 which are incorporated in the body. 

5. The amount of this natural radiation varies with locality, but has been 
estimated as usually delivering between 70 and 170 mrems per year to the gonads. 
Of this total, the major contributions are of about 45 per cent from local gamma 
radiations, 30 per cent from cosmic rays and 20 per cent from body potassium 40.* 

6. Artificial irradiation is derived from: (1) The contamination of the en- 
vironment, the atmosphere, or water by radioactive waste from atomic industries 


This material is published exactly in the form in which it was issued. 


. * From reports sent by India, Sweden, the United Kingdom and the United States of 
merica. : 
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or from users of radioelements; (2) The radioactive fallout, at greater or lesser 
distances from the source, or radioactivity resulting from the explosion of 
nuclear devices; (3) The occupational exposure of certain groups of workers: 
medical practitioners, radiologists, dentists, nurses, atomic energy workers, ura- 
nium or thorium miners, and the industrial or scientific users of radiation 
generators or radioactive isotopes; (4) The medical use of X-rays, other 
ionizing radiations and radioelements in the detection, diagnosis, investigation 
and treatment of human diseases; (5) The use of certain devices which emit 
radiation, such as television receivers, watches with luminous dials, and the 
X-rays generators used for the purpose of fitting shoes. 

7. The amount of artificial radiation must -vary considerably in different 
countries and we have inadequate information as to the over-all significance of 
these factors. In certain countries where estimates have been made, it appears 
that the greatest gonad irradiation of the population is due to diagnostic radio- 
logical procedures, the amount from this source about equalling that from all 
natural sources in certain instances. The total present contribution from occu- 
pational exposure, from the products of atomic industries from radiotherapy and 
from the radiating devices mentioned above (paragraph 6, sub-paragraph (5) ) 
is likely to be very considerably smaller. That from radioactive fallout to the 
gonads appears at present to be in the region of 1 per cent of the natural gonad 
irradiation in most areas.t 

8. Both the magnitude and the significance of these various sources are 
under review by the Committee. Since medical irradiation accounts for a sub- 
stantial if not the major proportion of all artificial exposure, it is important that 
its magnitude should be known accurately for different countries and circum- 
stances. The possibility of making such an assessment depends upon the help 
of the medical profession, and particularly on the adequacy and availability of 
records kept by doctors, dentists and organizations responsible for the use of 
ionizing radiation. 


III. Radiation Hazards 


9. The medical use of radiation is clearly of the utmost value in the preven- 
tion, diagnosis, investigation and treatment of human disease, but the possible 
effects of this irradiation of individuals require examination. 

10. Generally speaking, the irradiation of living beings may produce radio- 
biological effects either on the irradiated individual himself or, through him, on 
his descendants; the former being termed somatic and the latter genetic effects. 
Somatic effects vary according to the different organs or tissues affected, and 
range from slight and reversible disturbances such as cutaneous erythema to the 
induction of leukaemia or of other malignant diseases. The possible reversibility 
of the somatic effects of radiation received in small doses or at low dose rates 
encourages the belief that there are permissible doses of radiation which will not 
cause completely irreversible or significant somatic damage. The threshold for 
occasional somatic damage may, however, prove to be low. In the case of genetic 
effects, on the other hand, there may be no threshold. These effects increase 
with a frequency corresponding to the total amount of radiation received by the 
germinal tissues, and in the great majority of cases, are adverse. 


+ According to the reports sent by the United Kingdom and the United States of America. 
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11. Many other factors complicate the interpretation of radiobiological ef- 
fects. The differences between whole and partial body radiation, between a 
single exposure and continuous irradiation, or between the effects of different 
types of radiation are still imperfectly understood. Biological differences in the 
radiosensitivity of various tissues, or of the tissues of people of different age 
or sex, obviously influence the nature of radiation hazards. It is clear, however, 
that any radiation of gonads, and any substantial irradiation of other tissues, 
involve a chance of significant damage which requires assessment. 


IV. General Recommendations Regarding the Medical and 
Occupational Irradiation of Human Beings 


12. The Radiological Profession, through the International Commission on 
Radiological Protection,{ has undertaken a valuable and responsible duty in 
defining maximum permissible limits of exposure for the main radiation hazards. 

13. The establishment of these maximum permissible levels for those who 
are occupationally exposed to radiation depends on the view that there are doses 
which, in the light of our present knowledge, do not cause detectable somatic 
injury in the individual irradiated; and on the consideration that the number of 
individuals concerned is small enough for the genetic effects on the whole pop- 
ulation to be negligible. For the gonads, or for irradiation of the whole body, 
the levels are such as to exclude doses greater than 0.3 rem in any week or 3.0 
rem in any 13 weeks, or a sustained irradiation rate greater than 5 rem per year. 
These values imply that no total dose of over 50 rem will have been received by 
the gonads by the age of 30, or of over 200 rem by the whole body by the age 
of 60, in any occupationally exposed person.§ 

As regards irradiation of the whole population, it is considered prudent to 
limit the average dose to germinal tissues from artificial sources to the order of 
magnitude of that received from all natural sources. 

14. In considering the extent to which the population is irradiated for medi- 
cal purposes, it is essentially the genetic hazard which is involved although it 
seems possible that in certain circumstances somatic injury may occur occasionally 
after low doses of radiation arise. Otherwise, the relevant dose is that indicating 
the mean gonad irradiation among the population as a whole up to the end of 
the average reproductive period. 

15. The extent of such genetic irradiation from diagnostic procedures has 
been found to be equal to at least 100 per cent of all natural radiation in two 
countries,|| and that from a third equalled at least 22 per cent of this figure.{ 
Even before obtaining more exact values for these and other countries, it is 
clear that the exposure can be substantial in countries with extensive medical 
facilities, and that it is essential to consider any ways in which this exposure 
could be reduced without detriment to the existing or developing value of medical 
radiology. 

-$See the report of the International Commission on Radiological Protection, published in 
the British Journal of Radiology—Supplement 6, of December 1954, in the Journal Francais 
d’electro-radiologie—No. 10, of October 1955, etc. 

§ See the report of the International Commission on Radiological Protection, published in 
the British Journal of Radiology—Supplement 6, of December 1954, in the Journal Francais 
delectro-radiologie—No. 10, of October 1955, etc. 


|| Sweden, United States of America. 
{| United Kingdom. 
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16. The Committee is therefore anxious to obtain the help of radiologists 
in suggesting through appropriate governmental channels any methods by which 
this total exposure could be reduced and in estimating the amount of reduction 
that might be expected from any such methods. In particular it would be 
valuable to know how much the radiation to the gonads could be reduced. 
(a) by improved design or shielding of equipment, (b) by fuller training of 
any individuals using radiographic or fluorscopic equipment, (c) by any local 
shielding of the gonads that is practicable, especially during abdominal or pelvic 
examination, (d) by the use of techniques involving radiography rather than 
fluoroscopy when full information can be obtained by this means, (e) by im- 
provement of administrative arrangements designed to obviate unnecessary 
repetition of identical examinations of the same subject, (f) by a general study 
of certain medical conditions such as that of peptic ulcers, to identify the circum- 
stances in which the establishment of a radiological diagnosis has or has not a 
definite influence upon the treatment or prognosis given. 


V. Summary 


1. The Scientific Committee on the Effects of Atomic Radiation established 
by the United Nations General Assembly accepts the view that the irradiation 
of human beings, and especially of their germinal tissue, has certain undesirable 
effects. 

2. Information received so far indicates that, in certain countries (Sweden, 
United Kingdom, United States of America), by far the most important artifi- 
cial source of such irradiation is the use of radiological methods of diagnosis and 
that this may be equal in importance to radiation from all natural sources.. It is 
possible that such radiation may be having a significant genetic effect on the 
population as a whole. 

3. The Committee is fully aware of the importance and value of the medical 
use of radiations but wishes to draw the attention of the medical profession to 
these facts and to the need for a more accurate estimate of the amount of ex- 
posure from this source. The help of the medical profession would be most 
valuable to make it possible to obtain fuller information on this subject. 

4. The Committee would be particularly grateful for information through 
appropriate governmental channels on ways in which the medical irradiation of 
the population can be reduced without diminishing the true value of radiology in 
diagnosis or treatment. 




















Clinical Notes, New Instruments and Techniques 


A Pseudoparasite of the Scalp Hair 


MATTHEW J. BRUNNER, M.D., and JOHN M. FACQ, B.S., Chicago 


In the past year, three cases were seen showing 
nodal attachments to the scalp hair which had 
been previously diagnosed and treated as “nits.” 
On examination, 2.0 mm.-sized grayish bodies 
were seen encircling the hair shafts. These bodies 
were freely movable along the long axis of the 
hair. Although on casual inspection they appeared 
somewhat suggestive of nits, microscopic ex- 
amination revealed significant differences. The 
body was tubular rather than pyriform, (Fig. 1) 
and showed .a cellular structure. Under polarized 
light, it exhibited the birefringence characteristic 
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of keratin. In cross section it showed considerable 
similarity to hair root sheaths seen in tissue sec- 
tions (Fig. 2). 

It may be concluded that the bodies seen on the 
hair are root sheaths, extruded as casts from the 
follicle, and remaining on the hair shaft. In the 
clinical cases, from 1 to 300 such casts were seen. 
There was no associated disease of the scalp, nor 
was there any itching or other symptom. Therapy, 
which included sulfur, mercurials, and salicylic 
acid combinations, was unavailing. The signifi- 
cance of the condition is unknown, and no refer- 
ences to it were found in a review of the 
literature. It must be differentiated from trich- 
onodosis, trichorrhexis nodosa, pediculosis, and 
other diseases of the hair in which nodal swellings 
or attached bodies are seen. 


303 E. Chicago Ave. 





Piedra in Vermont 


JOHN F. DALY, M.D., Burlington, Vt. 


The occurrence of an isolated case of white 
piedra in Vermont seems worthy of note in view 
of the reported rarity of the condition in the 
United States. In 1951 Scott? reported a similar 
case from New York, and Burdick? has recently 
reported two more cases from New York. 

A white school boy of 7 years was admitted 
to the Dermatologic Clinic of the Burlington Free 
Dispensary on Oct. 15, 1953. This boy was a 
native of Vermont and had never lived outside 
the state. His parents, likewise, had never lived 
outside the state, nor had they traveled in en- 
demic areas. The duration of the condition was 
unknown, and the boy was seen at the request 
of a foster mother, whose home he had recently 
entered. The foster mother found small white 
concretions attached to the hairs of the scalp and 
concluded that these were nits. The boy was 
totally ob'ivious to the presence of these concre- 
tions. 

Examination revealed no abnormal findings ex- 
cept for the scalp hairs. The boy showed no 
hair on the pubis, or in the axillae, and the brows 
and lashes were uninvolved. The hair was light 
brown in color and rather dry in texture. The 
scalp showed no changes. Scattered over the scalp 
were individual hairs and groups of hairs which 
presented small, white specks quite easily seen 
with the naked eye. These were usually attached 
to the hairs distal to their midportion and were 
equally present on occiput, temporal, vertex, and 
frontal regions. When rolled between the fingers 
they gave a distinctly gritting sensation. No pedic- 
uli were found. Wood’s Light examination showed 
no fluorescence. 

Examination of the affected hair with low- 
power magnification failed to show any nits with 
their oblique attachment to the hair shaft. 

There were no fractures of the hairs to indicate 
a possible trichorrhexis nodosa, nor were the 
hairs regularly beaded as in monilethrix.. The 
concretions, which appear quite white with re- 
flected light, appear dark by transmitted light. 
These structures appeared as discrete fusiform 
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or better-tapered cylindrical accretions upon the 
hair shaft which sometimes doubled the thickness 
of the hair. It was quite common to find two 
such thickenings on a single hair, although one of 
these was usually too small to appreciate with- 
out magnification. At the extremities of these 
accretions the superposed material appeared as 
small dark patches merging into the solid cylindri- 
cal investment. Immersion of the hairs in 10% 
potassium hydroxide solution on a slide resulted 
in very prompt disintegration of the concretions. 
Also thus revealed were very numerous small, 
round, spore-like bodies which averaged about 
4u in diameter. Indistinct striae could be seen 
in the mass when preparations were first made, 
but no clearly defined hyphae were seen. So far 
as could be determined, the hair shaft was not 
invaded but simply overlaid with the mass of 
spores. There was no instance in which any hair 
presented the festooned longitudinal involvement 
seen in trichomycosis axillaris or lepothrix. 

Cultures on Sabouraud’s glucose agar, though 
repeatedly seeded, failed to develop any growth 
though ‘they were kept under observation for 
three months. The failure to cultivate the causa- 
tive organism prevented positive identification, but 
clinically this boy presented an example of white 
piedra. 

No treatment was provided other than a close 
hair cut. 


Summary 


An indigenous case of white piedra is reported 
from Vermont in a white boy of 7 years. It 
is to be hoped that similar cases will be reported 
to further knowledge of the geographic distribu- 
tion of this disease. 


135 College St. 
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Panniculitis 
LLOYD W. KETRON, M.D., Baltimore 


In 1916 in the Journal of Cutaneous Diseases, 
Volume 34, No. 10, Gilchrist and Ketron pub- 
lished “A Unique Case of Atrophy of the Fatty 
Layer of the Skin, Preceded by the Ingestion of 
the Fat by Large Phagocytic Cells—Macro- 
phages.” This disease later became known as 
nonsuppurative panniculitis or “Weber-Christian’s 
disease.” Our case is given the credit of being 
the second of this disease published. Pfeifer’s 
was the first, which appeared in the literature 
under the title of “Uber ein Fall von herdweiser 
Atrophie des subcutanen Fettgewebes.” Our pa- 
tient was a young girl aged 8 years, who entered 
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Fig. 1—Side view showing atrophy. 


A Follow-Up on a Case of Nodular Nonsuppurative 


the Johns Hopkins Hospital on Oct. 28, 1915, 
seven months after the beginning of the disease, 
and remained there for a period of two months. 
Nothing was found that was significant with 
reference to the etiology of the affection. On 
Dec. 21, 1915, she went home with no definite 
change in the condition. We saw her again on 
May 16, 1916, at which time there were no im- 
portant changes, but she had developed a few 
more atrophic lesions. We then lost complete 
track of her until Sept. 28, 1932, 16 years after 


Fig. 2—Rear view showing atrophy. 
















our last observation. At this time Dr. Gilchrist 
had passed away. She consulted me, not because 
of the original condition, but for an attack of 
lichen planus. I could not ascertain from the 
patient or her mother how long the condition 
had persisted after our last observation, as they 
were both somewhat vague about it, but apparently 
not for many years, since she was able to get 
around and go to school. Her general health 
had been normal, and the disease had not inter- 
fered with her activities to any important degree. 
She could use her legs in a natural manner; 
she did not think there was any weakness of the 
muscles. I have seen her off and on since 1932. 
The lichen planus on the body cleared up but 
has persisted off and on in the mouth to the 
present time, although when I saw her last on 
June 23, 1956, there were no active lesions present. 

Up until the present time she has been in fairly 
good health. She has never married and _ has 
gained a considerable amount of weight in the 
past few years. As can be noted from the photo- 
graps in the article in the Journal of Cutaneous 
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Diseases, the affection involved almost the entire 
lower extremities. At the present time (Figs. 
1 and 2) there is marked atrophy of the sub- 
cutaneous fat, which more or less diffusely in- 
volves the legs below the knees, and on the 
thighs there are variously sized depressed areas 
here and there. As will be noted, the skin below 
the knees is quite thin, the veins showing through, 
but otherwise nothing remarkable is seen. Ap- 
parently there was no damage to the muscles. 


Summary 


A follow-up is presented of a patient 40 years 
after she had suffered a severe attack of nodular 
nonsuppurative panniculitis. Apparently the disease 
has not been followed by any important sequelae 
except the marked loss of the subcutaneous fat 
on her lower extremities and some atrophy of 
the overlying skin. Apparently the muscles were 
not affected. 


1125 St. Paul St. (2). 
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e Dr. Henry Michelson addressed the New York State Medical Society in February on the 
occasion of its Sesquicentennial Convention. His topic was “A Comparison of Diagnostic 
Approaches in Dermatology and Internal Medicine.” 


e Drs. A. H. Conrad and Arthur Nielson will discuss the subject of occupational dermatoses 
before the Industrial Medical Association section of the Industrial Health Conference in St. 
Louis, April 20-26. 

e It seems that in the January number of the Arcuives, Dr. Goltz in his article “Borst- 
Jadassohn Epithelioma” referred to pertinent articles by Barber and by Harber, both of which 
should have been Haber. Dr. Haber called attention to the errors in a letter addressed to 
Dr. Golz (sic!), who in turn forwarded it to Dr. Ratner (sic sic!). 

e In the same number, the ARCHIVES accomplished something that no one has ever been 
able to do before—It moved the Mayo Clinic to California (Kierland, et al., p. 45). 

e Among the faculty giving the course in Pathologic Physiology and Pathology of the 
Skin sponsored by the International Academy of Pathology in April were dermatologists 
Sam Becker Jr., Beerman, Major Davis, Fitzpatrick, Hamilton, Kligman, Lerner, Lever, 
Lorincz, Montgomery, Pinkus, Rothman, Shelley, and Van Scott. Unfortunately, we did not 
receive the announcement of the conference in time to include the information in an earlier 
issue of the ArcHIvES. That happens so often—Secretaries should submit announcements some 
three or four months in advance of their meetings. 


e A resident-in-training in a large institution asks for advice about “opening” an office for 
the private practice of dermatology. We give it freely. 

e He should have a “consultation” room with good light, large enough for a desk, with a 
magnifying glass, and the current ARCHIVES on it, a big comfortable swivel chair, two less 
comfortable chairs for patient and chaperone, a book case with large texts in it (often friends 
in need, and besides it looks so learned), and a small cabinet in which to keep a scalpel, scissors, 
and forceps, comedo extractor, biopsy punch, tongue blades, cotton applicators, glass slides, an 
antiseptic solution, and a jar of bland ointment. 

e There should be a second room planned for an x-ray machine, examining table, and an 
electrosurgical unit (the small wall-type is adequate, but all general practitioners have one— 
besides the large shiny floor models look so impressive). 

e If possible there should be a small combination laboratory and catch-all room for a file 
cabinet, microscope, Wood’s light, old ArcHIvEs, and drug samples, and syringes, by ail means. 

e In addition there should be a nicely furnished, softly lighted reception room to seat six 
or eight persons, with current picture magazines and one or two scholarly ones that the patient 
is not likely to have at home. This room should be shut off, so that consultations are a private 
personal affair. 

e Though not an absolute necessity, it is of great help to have the following additional 
equipment: a bit of a foreign accent (or Southern drawl if practicing in the North), a 
complete lack of sense of humor, the ability to look utterly distressed as the patient talks of 
her itch; a pleasant attractive, dedicated receptionist-secretary-technician with common sense. 

e And with all this the neophyte should have lots and lots of patients and patience. 

H.R, 
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Correspondence 


THIRD SPANISH-LATIN AMERICAN CONGRESS OF DERMATOLOGY 


To the Editor: The Third Spanish-Latin American Congress of Dermatology was held 
in Mexico, D. F., during the last week in October, 1956. Approximately 146 dermatologists 
registered, including distinguished physicians from France, Switzerland, Spain, Portugal, 
Argentina, Brazil, Colombia, Venezuela, Paraguay, Panama, Costa Rica, Guatemala, Cuba, 
Mexico, Canada, Hawaii, and the United States. Many were accompanied by their families. 

The program included 87 scientific papers, read in French, Spanish, Portuguese, or Italian. 
These covered three general categories: The mycoses, the reticuloendothelioses, and dermatitis 
medicamentosa. Gross and microscopic photography and scientific discussion were notable for 
high caliber. 

A Monday evening meeting was held in conjunction with the Mexican Society of Derma- 
tologists. After a welcoming address by the Society’s president, Dr. Pedro Aguilar, three 
excellent papers were presented: (1) “Cutaneous Manifestation of the Leukemias,” by Dr. 
Robert Degos, Professor of Dermatology of the University of Paris; (2) “Lupus Erythema- 
tosus Profundus,” by Dr. José Gay Prieto, Professor of Dermatology of the Univesrity of 
Madrid; (3) “The Hypodermatitis of Lupus Erythematosus,” by Dr. Joab Ramos e Silva, 
Professor of Dermatology of the University of Rio de Janeiro. Wednesday afternoon, under 
the supervision of Dr. Latapi and his staff, there was a presentation of cases and a scientific 
exposition at the General Hospital. 


The smooth course of the Congress was facilitated by the thoughtful management of the 
president of the Congress, Dr. Fernando Latapi, with the gracious help of Mrs. Latapi. 
Together with his staff, they expressed hospitality and warmth, which set the mood for the 
meeting and which was felt and appreciated by the many out-of-town participants in this 
Congress. Elegant entertainment was arranged, noteworthy also for its featuring of the music 
and dancing native to the various provinces of Mexico, and balancing an excellent scientific 
meeting. 

The Fourth Spanish-Latin American Congress of Dermatology will be held in Lisbon in 
1959. The president will be Dr. A. Salazar Leite of Lisbon, and the vice-presidents will be 
Dr. D. O. Costa of Rio de Janeiro, Dr. J. Vilanova of Barcelona, and Dr. L. E. Pierini of 
Buenos Aires, 

MarGARET ANN STORKAN, M.D. 
Redondo Beach, Calif. 

Lyon Rowe, M.D. 

Los Angeles 
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White Spongy Nevus of the Mucosa. Presented 
by Dr. JAcop CoHEN (by invitation) Windsor, 

Ont., Canada. 

White man, age 28. This patient and his two 
older brothers have had the disease since child- 
hood. He has received treatment with injections 
and local therapy in the past, being considered by 
various practitioners to have leukoplakia. 

The mucosa of the cheeks, lips, sides of the 
tongue, hard and soft palate, and floor of the 
mouth were particularly white and opalescent. 
The buccal mucosa was spongy in appearance, 
with marked thickening especially near the angles 
of the mouth. Slight trauma would remove much 
of the spongy tissue, and some patches have 
appeared denuded on examination. No other areas 
were involved. 

Laboratory findings—Cultures and direct ex- 
aminations demonstrated no mycotic organisms. 

Biopsy Report.—The sections show unusually 
thick mucosal epithelium with somewhat papil- 
lomatous characteristics. The living strata are 
covered with thick piled-up large cells that look 
edematous and retain their nuclei except for the 
highest layers. There are a few _ occasional 
keratohyalin granules. There is no inflammatory 
infiltrate. A few free sebaceous glands are pres- 
ent. (Fordyce bodies, which I suppose are coin- 
cidental—Dr. Pinkus) 

Dr. CoLtEMAN Mopper, Detroit: There is a new 
concept about the histological picture of white 
spongy nevus, which Dr. Montgomery wrote to 
Dr. Pinkus, and which I should like to read to 
the Society. The original histological picture, as 
mentioned in Ormsby and Montgomery, and de- 
scribing Dr. Cannon’s case, placed this condition 
as having acanthosis, dyskeratosis, and parakera- 
tosis, and it was believed that this was an ichthy- 
osis hystrix form of nevus. However, Dr. Louis 
Winer, of Los Angeles, at the Pacific Derma- 
tological Association meeting, where two cases 
were presented, stated that he believes that white 
spongy nevus is a sebaceous gland hamartoma, 
and pointed out the hypertrophy of the sebaceous 


glands. He even suggested that it was a delayed 
sebaceous nevus in the form of a hamartoma. 
Dr. Montgomery says in retrospect, that in look- 
ing at the slide he noted cells in close association 
with a loose vacuolated net-like arrangement of 
the cells, which morphologically at least resembled 
sebaceous cells. Then, furthermore, he states that 
he was inclined to agree with Dr. Winer in re- 
gard to his interpretation of the etiology of white 
spongy nevus, in that it is probably a hamartoma 
or hypertrophy of the sebaceous glands. He con- 
cludes his letter stating that white spongy nevus 
is really connected with sebaceous glands, and, 
as Dr. Winer has pointed out, there is a hyper- 
trophy of the sebaceous glands. 

Dr. HERMANN Pinkus, Detroit: Winer’s new 
concept, with which Montgomery evidently agrees, 
is intriguing. The sections from Dr. Cohen’s 
case show sebaceous glands beneath the hyper- 
trophic epidermis. I thought that these might be 
coincidentally present from sebaceous glands 
(Fordyce bodies), but the fact that they seem to 
be present regularly in white spongy nevus cer- 
tainly lends weight to Winer’s concept of this 
being a sebaceous hamartoma. One might con- 
sider a slightly. different hypothesis. Just as 
nevus sebaceus of the skin is associated with 
papillomatous hypertrophy of the epidermis and 
nevoid malformation of other components of the 
skin, so the white spongy nevus may represent 
a nevoid disturbance of several components of 
the oral mucosa. 

Dr. DAnteL RICHFIELD, Cincinnati: I suspect 
that the reason for the edematous appearance of 
the epithelial cells is their rich glycogen content. 
A glycogen stain should be done on this section 
before we accept the sebaceous gland hamartoma 
theory of the origin of this lesion. Was a glycogen 
stain performed in this case? 

Dr. HerMANN Pinkus, Detroit: McManus 
stain for glycogen was done in Montgomery’s 
case and was negative. Our own sections in the 
case presented were negative but were not con- 
sidered satisfactory because the tissue had been 
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fixed in formalin, and glycogen may have been 
washed out. 


Incontinentia Pigmenti. Presented by Dr. FRep- 
ERICK HAusER and Dr. HERMANN PINKUS, 
Detroit. 


Boy, age 8 months. On Aug. 26, 1955, when 
a baby of four weeks of age, the patient was 
seen because of “warts” which had appeared about 
the arms and on the penis one week after he 
was born. These were grouped papules with 
thick, white, flat tops; the glans penis was rough 
and indurated. 

By Sept. 19, 1955, new lesions developed on the 
lower lip, both hands, thighs, right. knee, and 
scrotum. Some resembled lichen planus, while 
others were deep-lying red nodules which spread 
outward and then became covered with a heavy 
greasy scale. At the October meeting of the De- 
troit Dermatological Society a diagnosis of the 
verrucous phase of incontinentia pigmenti was 
made by Dr. Hermann Pinkus. 

By Dec. 10, 1955, most of the lesions had dis- 
appeared, but, according to the family, on Dec. 
24, 1955, his skin erupted dramatically with ex- 
tensive verrucous formations on the lower ex- 
tremities and hips. At the time the family was 
visiting southern Indiana, and the temperature 
was high enough to cause sweating in other 
members of the family. The child did not sweat 
but responded as described. 

On Dec. 31, 1955, the pigmented pattern typical 
of incontinentia pigmenti were easily seen, as well 
as the verrucous lesions. The verrucous lesions 
resolved considerably by Jan. 28, 1956, but the 
pigmentation became heavier. The pigment has 
appeared in different sites than the verrucous 
lesions. 

Biopsy Report.—September, 1955, funnel-shaped 
collections of dyskeratotic cells extending as deep 
as the basal layer. December, 1955, biopsy from 
pigmented area showed melanin granules in the 
corium. 


Discussion 


Dr. FrepertcK T. Becker, Duluth: The condi- 
tion was first described as a systemitized nevus by 
Bardash in 1925. There are several unusual factors 
of interest in this case: (1) We could elicit no 
apparent hereditary history. (2) It is present in 
a male which is, in itself, not too unusual but 
seldom occurs. At this present examination, I was 
unable, also, to find any evidence of congenital 
defects. The child has apparently developed nor- 
mally for his age. Fifty per cent of these eruptions 
start out with inflammatory lesions which may 
become bullous and about thirty per cent of them 
are verrucous in type. Carney’s study revealed a 
dominant hereditary factor in his cases. The 
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congenital defects that are most commonly asso- 
ciated with this condition are mental retardation, 
epilepsy, and dental abnormalities, of which ab- 
sent teeth, pegged teeth, and cystic changes in the 
dentition are the commonest. Corneal opacities 
occur and also an alteration in the cornea resem- 
bling retrolental fibroplasia. The scalp frequently 
shows changes of a pseudopelade. The histology of 
this case was also very interesting, as it showed 
many of the changes which occur; first, there was 
dyskeratosis and hyperkeratosis, and later the typ- 
ical pigmentation occurring in the chromatophores. 
There were some sweat glands apparent but they 
were, decreased in number. The child had an ex- 
acerbation with development of acute lesions dur- 
ing the hot summer, In summary, I think this is 
a postinflammatory melanosis in an ectodermal de- 
fect of nevoid origin, and, as the name is well 
fixed in literature at the present time, we shall 
have to go along with this terminology. 

Dr. HERMANN Pinkus, Detroit: The diagnosis 
in this case was suggested before pigmentation 
appeared because of the peculiar keratotic whorls 
in the epidermis. TheSe whorls, as well as intra- 
epidermal vesicles, crowded with eosinophils seen 
in still earlier stages, seem to be pathognomonic 
and may permit early diagnosis in future cases. 

Dr. FrepertcK Hauser, Detroit: The pigmen- 
tary changes do not necessarily come in the places 
occupied by ,the inflammatory or keratotic lesions. 


Letterer-Siwe Disease. Presented by Dr. B. W. 
HAMIL (by invitation) and Dr. R. E. Burns, 
Detroit. 


Discussion 


Dr. HERMANN Pinkus, Detroit: This case pro- 
vides an excellent demonstration of two points of 
considerable importance. The first and vital one 
is the fact that this baby is alive today and gain- 
ing. Infants affected with Letterer-Siwe disease 
used to run a downhill course and die within a few 
months. Today with antibiotic and steroid therapy, 
they can be kept alive. This experience leads to the 
second point. If young children can be carried 
through the early subacute phase, they are apt 
to ‘pass into the chronic and more benign phase 
that is known as Hand-Schiiller-Christian disease. 
The patient presented here shows several of the 
signs usually associated with that diagnosis. She 
has bony defects of the skull and the type. of 
crusted eruption of the scalp that often is mis- 
taken for seborrheic dermatitis but is due to diffuse 
infiltration of the superficial corium with large 
histiocytes typical of the disease. There is hope 
that this child may eventually outgrow her dis- 
ease and become a relatively normal person with- 
out too much residual incapacitation. 

The idea that Letterer-Siwe disease, the Hand- 
Schiller-Christian syndrome, and the so-called 
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eosinophilic granuloma of bone are manifestations 
of the same disease process was first proposed by 
Green and Farber, and after some hesitation ac- 
cepted by Lichtenstein and Jaffe. The association 
of granulomatous skin lesions with this syndrome 
was first emphasized by Curtis and Cawley and 
was soon confirmed by others. Because no over-all 
designation was available for this disease, S. Ep- 
stein and I proposed the name reticulogranuloma, 
which stresses the point that in the field of retic- 
uloendothelial disease, these cases represent .an 
inflammatory type with destructive granulomatous 
features. Lichtenstein recently has reviewed the 
field (A. M. A. Arch. Path. 56:84-102, [July] 
1953) and has proposed the designation “histio- 
cytosis X.” Inasmuch as he has priority in the 
elucidation of this entity, his term will prob- 
ably find acceptance. 

Dr. B. M. HAmit (by invitation), Detroit: The 
terminology evolved from interesting cases which 
were reported. First, in the latter part of the last 
century Hand presented cases showing xanthom- 
atous lesions of bone. Second, Schiiller’s cases, 
showed exophthalmos, and third, Christian’s cases 
had diabetes insipidis; thus the terminology became 
Hans-Schiiller-Christian because of the location of 
the lesions, which could be described as circum- 
scribed punched-out lesions in the skull, xanthoma- 
tous lesions in the orbit, which caused exophthal- 
mos, and lesions in the sella turcica, which eroded 
the posterior clinoids and preyed upon the source of 
the antidiuretic hormones, either the infundibulum 
or the hypothalamus, whichever you choose, and 
therefore caused diabetes insipidus. Then cases 
showing that same triad with skin lesions were 
reported by Letterer, and then Siwe reported cases 
which had involvement of visual organs at au- 
topsy. Then the younger Abt, who reported a 
case showing all of the things reported by Letterer 
and Siwe, suggested the name of Letterer-Siwe dis- 
ease for this pathological complex. 


Epidermolysis Bullosa. Presented by Dr. H. S. 
ZACKHEIM, Royal Oak, Mich. 


Epidermolysis Bullosa Dystrophica. Presented 
by Dr. Crarence S. Livincoop, Detroit. 


Discussion on Two Preceding Cases 


Dr. GeorceE W. BINKLEY, Cleveland: Case No. 
1 is interesting in that the presenters thought there 
might be a carry-over or correlation between epi- 
dermolysis bullosa and acrodermatitis enteropathica. 
The latter, you recall, was originally reported by 
Grover Wende and William H. Guy in the early 
part of the century as epidermolysis bullosa, and 
then later separated by Brandt and Danbolt as a 
different entity. 

There are a number of other congenital ecto- 
dermal defects, such as incontinentia pigmenti, some 
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of the cases of congenital icthyosiform erythro- 
derma, and others that show bullae. About two 
decades ago, Udo Wile reported a case entitled 
“Epidermolysis Bullosa with Congenital Ichthyosi- 
form Erythroderma.” In Case 2 you could see how 
that possibility could arise. 

The classification of these cases can be made 
somewhat differently from that of Cockayne. He 
had the epidermolysis simplex, epidermolysis dystro- 
phic, a dominant type, and a recessive type. In re- 
viewing cases today, the latter group, the severe 
recessive group, seems to have dropped out, and 
I believe it is no longer reported as such. For 
practical purposes there is the simplex, which you 
saw in Case 1, the dystrophic type, and in addi- 
tion there are some cases of dystrophic type which 
may appear late in life. 

Dr. CLARENCE S. Livrncoop, Detroit: As some 
of you know, Drs. John Lamb and Phyllis Jones 
of Oklahoma City have suggested the use of 
large doses of pregnesolone in the treatment of 
epidermolysis bullosa. This patient presented today 
was treated in this manner for a period of approxi- 
mately six weeks; she did not have significant 
improvement. However, today the mother informs 
me that she is quite certain that the child has had 
a more favorable course since the course of preg- 
nesolone treatment. 

Dr. OwEN HENDREN, Detroit: I have had four 
brothers, children, under treatment with pregneso- 
lone for 18 months and they improved about 50%. 


Keloids. Presented by Starr, Recetvinc Hos- 
PITAL OF THE City OF DETROIT. 


History—Negro woman, age 75. Keloids began 
to form on body without known cause more than 
40 years ago. Some were removed surgically and 
recurred larger than before. The large keloids have 
developed itching sensations. 

Therapy.—Beginning Sept. 29, 1953, small 
amounts of aqueous solution of redox-active sub- 
stances (hydroquinone derivatives) were injected 
into an old keloid on the arm. This lesion showed 
some regression after six weeks, while younger 
keloids remote from the site of injection involuted 
up to 30%. Treatment was continued with weekly 
intramuscular injections of gradually increasing 
doses up to 8 cc. of a 0.25% solution. Gradual 
involution of the keloids continued, and pruritus 
decreased. Occasionally, local breakdown of some 
keloids occurred with drainage of some thin puru- 
lent material that did not contain virulent organ- 
isms. Starting Oct. 9, 1954, oral medication with 
tetrahydroxyquinone (THQ) in capsules was 
started because of the greater stability of this 
substance in dry form. Doses increasing from 30 
to 180 mg. daily have been continued to date with- 
out ill effect. 
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Discussion 


Dr. Wittram Guy, Pittsburgh: Striking im- 
provement is seen in the lesion over the left 
scapula, with definite flattening. Some of the keloids 
are unchanged, and those over the right scapula 
actually seem to have increased in size. I believe 
we are still a long way from a consistently suc- 
cessful treatment of this condition. 

Dr. Kelly has some very interesting photomi- 
crographs showing histologic changes that occurred 
in the improved lesions. 

Dr. Kelly tells me that the use of redox-active 
substances such as tetrahydroxyquinone in keloids 
followed the observation that such lesions would 
soften and flatten in patients under treatment for 
vitiligo. 

Dr. Epwarp KEtty, Detroit: We have found 
the changes that occur are, first, enlargement of 
the melanocytes at the dermal-epidermal junction, 
a decrease in the metachromasia and an increase in 
the plasma cells. We noticed that as we increased 
the dosage of the material there was a drainage 
from the keloid. The only thing we could get on 
culture was the normal flora of the skin. We are 
using tetrahydroxyquinone. As to its action we are 
not certain. There are some who think it acts as a 
steroid. We determined total eosinophil counts. We 
found for a while the eosinophils would increase, 
and then, even with the medication, the eosino- 
phils would drop down and then another gradual 
increase would start. We did some paper elec- 
trophoreses and found the same situation occurred. 
Just why it acts we don’t know. 


Lichen Nitidus. Presented by Dr. CLARENcE S. 
Livincoop, Detroit. 


Discussion 
Dr. HERMANN Prinkus, Detroit: . This case 
brings out the principal point of clinical difference 
from lichen planus. In spite of close crowding 
of the lesions, the papules of lichen nitidus do not 


become confluent, as they do so commonly in lichen 
planus. 


Lichen Amyloidosis (Father and Daughter). 
Presented by Dr. Arice E. PALMer, Detroit. 
White woman, age 36, has had the eruption 

since childhood. ¥ 

Examination. A diffuse, firm papular eruption 
was found to involve the extensor surfaces, arms 
and legs, on a dry, skin-colored to brownish 
mottled background. 

Biopsy Report—tThe sections show some thick- 
ening of the epidermis and the horny layer but no 
evidence of dyskeratosis. Many of the papillae con- 
tain hyaline material which in routine stains (espe- 
cially Orscein-Giemsa) gives the reaction of amy- 
loid. 
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Sarcoidosis. Presented by Dr. ArtHur E. Scutt- 
LER, Detroit. : 


Sarcoid, Boeck. Presented by Dr. Joun D. 
But er, Detroit. 


Discussion on Three Preceding Cases 


Dr. L. G. BeErnHAvER, Pittsburgh: Amyloid 
disease may be divided into four groups: namely, 
(1) primary systemic amloidosis; (2) secondary 
or parenchymatous amyloidosis; (3) amyloidosis, 
secondary to myltiple myeloma, and (4) the 
localized form such as presented today. 

Primary systemic amyloidosis includes a more 
or less well-defined series of cases in which 
amyloid is deposited throughout the body with 
the parenchyma of. the organs largely spared. The 
blood vessels, connective tissues, and muscles are 
the main sites of the involvement. In addition to 
the skin and mucous membranes, the heart, gas- 
trointestinal tract, nerves, tender bone joints, thy- 
roid, adrenals, and genitourinary tracts may be 
affected. 

In amyloidosis with multiple myeloma, there 
is an excessive deposition of Bence Jones in the 
urine, hyperoglobulinemia, and plasmocytomas. 
Clinically, the manifestations simulate those of 
the primary systemic type. About 40% have cu- 
taneous and mucous membrane involvement and 
42% have macroglossia. Purpura is common. The 
translucent papules and plaques on the skin and 
mucous membranes—shiny, elevated, translucent, 
and surrounded by an erythema—are characteristic. 
The favorite skin sites are the eyelids, naso- 
labial folds, axillae, chin, base of neck, inguinal 
and anal areas. Deeper nodules may be present 
in the skin in the primary type. Ulcerations, 
alopecia, and nail changes may also be present. 

Recently, Palitz and Peck (A. M. A. Arch. 
Dermat. et. Syph. 65 :451-457 [April] 1952) stated 
that three forms of localized amyloidosis cutis 
have been reported. There is a papular form in 
which the papules do not coalesce but retain their 
individual state. They occur in groups, usually on 
the lower legs but also on the forearms, thighs, 
and lower back. Another form resembles hyper- 
trophic lichen planus, in which the basic papules 
coalesce to form small aggregates usually scattered 
over the lower legs. These are pea-size to dime- 
size sharply circumscribed elevated patches, which 
may become lichenified. The third type is an 
extension of the second type, in which the aggre- 
gates of papules and lichenification strongly sug- 
gest lichen simplex chronicus. Differentiation from 
hypertrophic lichen planus and lichen simplex can 
be made by means of biopsy or intradermal Congo 
red test. 

To these types the authors added a fourth type, 
histologically proved amyloidosis cutis, which dif- 
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fered from those previously reported and rep- 
resented a macular variant of the disease. The 
clinical picture strongly suggested ichthyosis with 
no papulation of the lesions. The lesions appeared 
on the legs and arm as ill-defined plaques of closely 
aggregated brownish macules with an interlacing 
network of normal skin. Overlying the plaques 
the skin was tight, shiny, and somewhat transclu- 
cent. The methylrosaniline chloride stain showed 
amyloid deposits in the papillary bodies. Previous 
reports have revealed the presence of polysacchar- 
ides in amyloid. An attempt was made to stain 
amyloid with polysaccharide stains. When the 
McManus method was used, the amyloid could be 
differentiated from the collagen by distinctive red 
color. Amyloid stained deep blue when the Ritter- 
Oleson modification of the combination of Mc- 
Manus and Hale stains was used. 

Dr. JoHN Haserick, Cleveland: I should like 
to take this opportunity to say something in favor 
of Kveim tests, in view of the fact that some 
people recently have viewed them with disfavor. 
Much of the lack of confidence in the Kveim 
tests stems from the much misunderstood, mis- 
quoted, and mistaken impression gained from Dr. 
Carl Nelson’s work in 1947, in which he reported 
that a few patients with sarcoidosis responded with 
a positive Kveim reaction to normal splenic 
extract. More recently, Israel and Bones re- 
ported finding positive Kveim tests in 52% of 
their patients with active tuberculosis. This finding 
is so far apart from the results of other people who 
have investigated the Kveim test in tuberculosis 
that one wonders if the antigen had been altered 
in some mysterious way. 


Reticulum-Cell Sarcoma Developing on Poiki- 
loderma Vasculare Atrophicans (Jacobi). Pre- 
sented by Dr. A. P. Witson, Detroit. 


Malignant Lymphoma (with Obscure Histolog- 
ical Manifestations). Presented by Dr. G. B. 
SExToN, London, Ont., Canada. 


Mycosis Fungoides with Prolonged Course and 
an Unusual Histologic Picture. Adenosarci- 
noma of Breast. Presented by Starr RECEIV- 
ING HospITrAL OF THE City oF DETROIT. 


Discussion of Three Preceding Cases 


Dr. SAMUEL M. BLUEFaxB, Chicago: We were 
fortunate in being able to observe these excellent 
examples of the various types of poikiloderma, 
namely, the congenital types and poikiloderma asso- 
ciated with lupus erythematosus, dermatomyositis, 
and lymphoma. Poikiloderma, therefore, is a symp- 
tom complex due to various noxae which act on 
the blood vessels and produce cutaneous manifes- 
tations which stimulate roentgen ray dermatitis. 
When poikiloderma is associated with dermatomyo- 
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sitis, the incidence of carcinoma is considerably 
higher than when there is dermatomyositis alone. 

Mycosis fungoides is not usually associated with 
any other disease, particularly carcinoma, Jordan 
(Dermat. Ztschr. 74:121 [Oct.] 1936) described 
38 postmortem examinations of patients having 
mycosis fungoides, and there was no instance of 
associated carcinoma. When studying this aspect 
of mycosis fungoides several years ago, I was able 
to find only eight cases in the literature and two 
personally observed cases of mycosis fungoides as- 
sociated with carcinoma (A. M.A. Arch. Dermat. 
& Syph. 66:76 [July] 1952). Another recent 
report (Garb and Fields: A. M. A. Arch. Dermat. 
73:400 [April] 1956), in addition to the — 
presented today, would make this a total of 1 
cases having this association. 

There have been a number of recent changes in 
the therapy of mycosis fungoides. During the past 
10 years we have employed nitrogen mustard, 
triethylenemelamine (TEM), aminopterin, stilba- 
midine, PABA, antimony, and steroids for the 
treatment of mycosis fungoides at the Cook County 
Hospital. However, being dubious as to whether 
the survival rate had been lengthened with the 
use of these new drugs, we tabulated the case 
histories from the survival viewpoint. We found 
that the life expectancy was no longer than dur- 
ing the period when ultraviolet and superficial ro- 
entgen ray therapy was used. Because of the 
toxic complications of the nitrogen mustards and 
TEM therapy, we have returned to ultraviolet light 
therapy for the premycotic stage of this disease 
and superficial x-ray therapy for the tumor stage. 
The nitrogen mustards and TEM apparently have 
no effect on the basic stem cell of the reticuloen- 
dothelial system. Inasmuch as mycosis fungoides 
first appears on the skin, probably owing to 
stimulation of the reticuloendothelial system, we 
should endeavor to determine the cause of this 
cutaneous stimulation of the reticuloendothelial 
system. 

Dr. HaArTHER L. KerM, Detroit: I should like 
to agree with Dr. Bluefarb’s thinking about pres- 
ent-day management of the lymphoblastomatous 
diseases, especially mycosis fungoides. I have held 
for some time that the combination of ultraviolet 
and x-ray therapy is still the method of choice. I 
should like to report, as I have at the last few of 
these meetings, about a patient who is now 60 
years old on whom the diagnosis was made mi- 
croscopically, with a great many lesions, 15 years 
ago last month. She is today working in a down- 
town department store with just superficial x-ray 
therapy and ultraviolet irradiation. I should like 
to talk also about the second case. Dr. Rogin 
reminded me that two and a half years ago this 
patient was shown at Grace Hospital here in De- 
troit. He and I both thought clinically the lesions 


593 





on the abdomen were lymphoblastoma, most likely 
mycosis fungoides rather than neurodermatitis. No 
biopsy was available that day. I see today he has 
joined the group of lymphoblastomata. 

Dr. HERMANN Pinkus, Detroit: The third case 
presents two unusual features. One of these is 
the presence of numerous cells with large nuclei 
in the epidermis, where they are situated in vac- 
uoles similar to Paget cells. The corcium contains 
a relatively small number of similar cells. Because 
the patient also has carcinoma of the breast, the 
diagnosis of Paget’s disease was considered seri- 
ously by our hematologists. However, there seems 
to be no doubt that this patient has lymphoblastoma 
of an unusually epidermotropic variety, which thus 
stimulates the histologic picture of epidermotropic 
carcinoma of the mamma. The other unusual fea- 
tures are the long duration of the disease, histolog- 
ically proved since 1939 but allegedly present 
for about 40 years, and the good physical condition 
of this 69-year-old woman, who has managed to 
live with two malignancies for an exceptionally 
long time. 

Dr. C. B. Sexton, London, Ont.: Custer and 
Bernhard, writing on “The Interrelationship of 
Hodgkin’s Disease and Other Lymphatic Tumors” 
in The American Journal of the Medical Sciences, 
(216:625 [Dec.] 1948), point out the following 
pertinent points: The cellulur structure of lym- 
phatic tumors is extremely labile and there is fre- 
quent transition from one type to another. Thus a 
differential diagnosis between Hodgkin’s disease 
and reticulum-cell sarcoma, or between lympho- 
sarcoma and chronic lymphatic leukemia would 
seem to make a great deal of difference—actually 
it makes little or none. They are all malignant 
mesenchymal tumors which vary only in degree 
and type of differentiation. If, however, one can 
reconcile the clinical picture with a particular 
state of differentiation (histologically), the clinician 

- may be able to advise from the point of view of 
prognosis, the likelihood of an early death or 
more prolonged course. 


Sclerodermatomyositis. Presented by Dr. C. M. 
McCott and Dr. R. E. Burns, Detroit. 


Discussion 


Dr. SAMUEL PERRIN, Pittsburgh: 

This case presents an interesting differential 
diagnosis between scleroderma with scleroderma- 
tous muscle involvement, and scleroderma asso- 
ciated with dermatomyositis. The older dermato- 
pathologists stated that the interseptal vessels 
show the main pathology in  sclerodermatous 
myositis, whereas the main pathology in dermato- 
myositis is in the muscle fibers with hyaline de- 
generation and cellular infiltration. The muscle 
biopsy in this case shows more the changes in the 
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blood vessels with definite thickening and oblitera- 
tion. I feel that one diagnosis should be assigned 
to this case: scleroderma with sclerodermatous 
muscle changes. 


Extensive Generalized Moniliasis of Skin, Nails, 
and Oral Cavity of Nine Years’ Duration in 
a Girl of 18. Presented by Dr. Eucene Hann, 
Saginaw, Mich. 


Cryptococcosis (Torulosis). Presented by Dr. 

CoLEMAN Mopper, Detroit. 

History.—A white man, age 60, in August, 1955, 
developed a boil beneath his left ear. Considerable 
drainage resulted, and new lesions appeared on the 
left ear, the cheeks, and the neck. He was treated 
with several antibiotics and sulfonamides without 
any effect on the lesions. The patient has had no 
fever, cough, weight loss, or neurologic symptoms, 
and the skin lesions are asymptomatic. 

General Physical Examination.—Results were 
essentially normal. No spinal fluid examination 
has been done. There were no signs of neuro- 
logic. involvement. 

Skin Examination—Many of the lesions had 
an elevated granulomatous border, while others 
appeared as erythematous nodules in the upper 
dermis. On removal of the crust purpulent ma- 
terial exuded. 

Laboratory Reports—RBC 4,660;000; Hb 12.6 
gm.; WBC 4,500, normal differential. Urinalysis 
negative. Cultures of lesions on Sabouraud’s dex- 
trose agar, Blood agar and Littman’s agar all 
produced light brown creamy gelatinous colonies. 
Direct examination showed round or ovoid budding 
cells surrounded by a clear gelatinous matrix or 
capsule. Skin tests, histoplasmin, tuberculin, and 
coccidioidin were negative. 

Roentgen Examination.—No visible pathology in 
lung fields or cardiovascular structures. 

Biopsy Reports—The sections show  pseudo- 
epitheliomatous proliferation of the epidermis with 
many abscesses in the pockets. Underneath there 
is dense granulomatous infiltrate consisting of two 
zones: an inner near the epidermis consisting 
mainly of epithelioid cells or other histiocytes with 
some: multinucleated giant cells, and an outer deep 
one consisting of lymphocytes with a sprinkling 
of eosinophils, plasma cells, and mast cells. In 
the histiocytic zone, there are very numerous small 
round or elongated bodies either singly or in 
groups of varying size. Most of them are sur- 
rounded by a wide clear zone suggesting a capsule. 
Practically all of them are intracellular, mostly 
in large macrophages and multinucleated giant 
cells, 

Culture mounts are also on view. 


North American Blastomycosis. Presented by 
DEPARTMENT OF DERMATOLOGY, UNIVERSITY OF 
Micuican, Ann Arbor. 
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Discussion of Three Preceding Cases 


Dr. JAMES Rocin, Detroit: My sympathies go 
out to Dr. Hand with his case of moniliasis, be- 
cause I have under my care at the present time a 
little girl whom I first saw about 15 years ago, 
at which time she was 3 months old. At that time 
she had only a severe monilial infection of the 
mouth. After receiving no improvement with the 
treatment which I recommended at that time she 
left my care, and during the past 15 years has 
been seen in the dermatology departments at the 
Mayo Clinic, University Hospital in Ann Arbor, 
and here at the Henry Ford Hospital. She has 
a severe monilial infection of the mouth, and, in 
addition, marked involvement of the scalp and all 
of the fingernails. This youngster has never had 
any manifestation of a monilial infection in the 
bowel, nor has she had any gastro-intestinal symp- 
toms to indicate such infection. Dr. Harvey Blank, 
sent me an experimental supply of Mycostatin 
when it first became available» At that time he 
included a supply of a flavored, powdered Mycos- 
tatin, which the little girl used as a mouthwash. 
This brought about a moderate degree of improve- 
ment in the monilial infection of the mouth, but 
then our supply of the flavored, powdered Mycos- 
tatin ran out. We then had the youngster suck 
on Mycostatin vaginal tablets two or three after 
each meal; and she did not seem to mind the 
taste of these tablets, and the improvement which 
she attained with the vaginal tablets was even 
greater than that which she attained with the 
flavored, powdered Mycostatin. In this patient, 
whose monilial infection of the mouth is so severe 
and extensive at this time, Dr. Hand might find 
this procedure of sucking on the vaginal Mycos- 
tatin tablets helpful. 

Dr. CotEMAN Mopper, Detroit: Dr. Goldman 
reported the fact that Cryptococcus has been found 
in a pigeon’s nest. It is very interesting, since 
recently there is another deep fungus which has 
been .associated with pigeons, and probably with 
pigeon droppings. There was a report of several 
men from North Carolina cleaning out a church 
belfry, in which there was a pigeon’s nest. Not 
long after they came down with a severe systemic 
condition which was diagnosed as_ ornithosis. 
Some months later reexamination and roentgen 
studies of the chest revealed a calcification type 
pattern as noted in histoplastmosis, and further 
studies showed that these men acttally had de- 
veloped histoplastmosis. There also have been 
reports in the literature in regard to a so-called 
cave fever, which is now known to be histoplas- 
mosis and is again associated with birds who live 
in the caves. Cryptococcus, incidently, is a very 
widespread organism. It probably can be found 
on many normal skins, and it is only by variation 
of conditions and temperatures that the virulence 
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of the organisms are changed. This organism has 
been found in fermented fruit juices, and is widely 
distributed in nature so it is very difficult to de- 
termine how or when anyone develops cryptococ- 
cosis. is 

Dr. Georce Curtis, Cleveland: Recently I had 
a patient with torulosis of the central nervous 
system, who died a few weeks ago and whose life, 
I believe, was prolonged for a few months by 
Actidione. Actidione both in vitro and in animal 
experiments has been found to be one of the most 
effective agents in inhibiting the growth of Crypto- 
coccus. It may be administered intracutaneously, 
intramuscularly, intravenously, and intrathecally, 
apparently in large doses without toxic reaction. 
In my patient the total daily dose by all routes 
of parenteral administration was about 190 mg. 
for about three months. Although I could not per- 
form accurate biological assays with the patient’s 
serum and spinal fluid, it was found that in crude 
in vitro experiments the serum did inhibit the 
growth of the organism at the time Actidione was 
being administered intravenously and _intra- 
muscularly. 


Lichen Sclerosus et Atrophicus. Presented by 
DEPARTMENT OF DERMATOLOGY, UNIVERSITY OF 
Micuican, Ann Arbor, Mich. 


Bullous Lichen Sclerosus et Atrophicus. Pre- 
sented by Dr. THomas Mriter, Detroit. 


Discussion of Two Preceding Cases 


Dr. ArtHUR Curtis, Detroit: Some of the 
older textbooks have no description of this disease- 
One of the systems on Dermatology and Urology 
was edited by Prince A. Morrow and published in 
1894. The section on lichen planus was written 
by Dr. George Henry Fox. In his description of 
lichen planus he did not mention lichen sclerosis 
et atrophicus either by name or by description. 
There is a large, rather extensive dissertation, 
however, on lichen rubra, pityriasis pilaris, and 
lichen planus, which apparently had not been dis- 
tinguished at that time. 

Stelwagen in a textbook published in 1916 had 
a description, under lichen planus, of a type of 
the disease which I am sure we would call lichen 
sclerosis et atrophicus today, but it was not sepa- 
rated from lichen planus. 

In the 1937 edition of Ormsby, before it became 
Ormsby and Montgomery, the disease is now 
being separated from lichen planus and is called 
lichen planus sclerosis et atrophicus of Hallopeau 
or lichen planus morpheica of Crocker, but it has 
not yet become an entity. 

In 1940 Montgomery and Hill (Arch. Dermat. 
& Syph. 42:755 [Nov.] 1940) clearly separated 
this disease from lichen planus. Today we look 
upon lichen sclerosis et atrophicus as an entity. 
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These two patients were most interesting because 
they both had oral lesions. One has lesions on the 
bucal mucous membrane and the other on the 
hard palate. These are not the, lesions of lichen 
planus nor are they the lesions of leukokeratosis. 
In other words they are lesions which probably be- 
long to the glabrous skin disease lichen sclerosis 
et atrophicus. 

Dr. R. Mitrer, Ann Arbor, Mich.: I have made 
an extensive review of the literature of the past, 
back to 1827, when Hallopeau published his nrst 
case, and I have found only six instances in which 
oral involvement was reported. Two of these cases 
as far as the cutaneous lesions were concerned, 
were clinically lichen planus. Of the other four, 
three were interpreted by the authors as lichen 
planus of the oral mucosa. The fourth thought 
the lesions were sclerodermic in type since he 
identified lichen sclerosis et atrophicus with sclero- 
derma at that time. There was never a biopsy 
done on any of these lesions, and one cannot say 
what they were exactly. In our case the histo- 
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Halo Nevus: Absorption of Central Element. 
Presented by Dr. THEODORE CORNBLEET, Dr. 
Smpney Barsky, and (by invitation) Dr. Lron- 
ARD Holt. 


The patient states that she had a_pea-sized 
“black bump” on her cheek for as long as she 
can remember. Recently a whitish, pencil-like line 
formed around this nodule and continued to grow 
wider. Within the last few months this light- 
colored disc has turned completely white. Simul- 
taneously with this last event che central black 
nodule, began to lose its color, and turned a 
brownish-tan in color. In addition to this, the 
central elevation shrank in size, until when seen 
by us, it was the size of a small pin-head. Large 
prominent hairs in this nevus, also changed their 
character and were lanugo-like when the patient 
was seen. She has had no subjective symptoms. 

Biopsy specimens of the central punctum and 
the peripheral area of this lesion are presented. 


Discussion 


Dr. S. W. Becker Jr.: The pathogenesis of 
the halo nevus is not understood. The lesion at 
the center is usually, but not always, a nevus. 
Histological sections usually show an absence of 
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pathological picture differs somewhat from the 
one seen in the second case. The homogenization 
of the connective tissue is more marked, with in- 
creased vascularity and dilatation of the lymph 
spaces. The epidermis shows hyperkeratosis, a 
marked granular layer and some atrophy. Of 
course we can rule out lichen planus or leuko- 
plakia and also scleroderma, which has never been 
described in the circumscribed form in the mouth 
except when lesions extended directly from the 
lip or the face. We believe that the case shown 
here probably represents an oral manifestation of 
the disease. 
G 1 A I in a ry with Atrophie Lesions 
on the Face. Presented en Dr. CLareNcE S. LivinGoop, 


Detroit. 
te £, 2 D, 


Seleroderma. S Pr 
JosErH BENINSON, Detroit. 


Dermatomyositis in a Girl of Eight Years. Presented by 
Dr. Staniey J. Joyce, Detroit. 

Poikiloderma Atrophicans Vasculare in Woman of 66 
Years. Presented by Starr, Receiving Hospitat oF 
THE City OF DETROIT. 

Poikiloderma Atrophi v I (Possible Lymphoma) 
in a Man of 60 Years. Presented by DERMATOLOGY 
Starr, Grace Hospitat, Detroit. 





ted by Dr. 








pigmentation in the central lesion and periphera: 
epidermis. This lesion showed melanin in the 
epidermis and a dense infiltrate in the dermis; I 
have never seen this type of pathological change 
in a halo nevus, 

We have a patient, receiving Oxsoralen for 
vitiligo, who has a halo nevus that is repigmenting. 
Some form of ultra violet light might prove bene- 
ficial to this patient. 


Acute Monocytic Leukemia with Erythema 
Nodosum. Presented by Dr. SAMUEL M. BLUE- 
FARB, Dr. S1LAs WALLK, and (by invitation) 
Dr. Martin L. Gecut. 


Discussion 


Dr. Jutin FAN, Cincinnati: I should like to ask 
Dr. Bluefarb two questions: (1) Do you consider 
this case as a leukemid or erythema nodosum 
coincidentally associated? (2) Do you think we 
shall see leukemic infiltration in the histologic 
picture of a case like this? (I recently experienced 
a case of persistent, recurrent erythema nodosum 
associated with monocytic leukemia, and its his- 
tology showed the above-mentioned picture.) 

Dr. Marcus R. Caro: I was struck, as was 
Dr. Fan, by the fact that this patient had received 
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phenobarbital, potassium iodide, and ephedrine. 
Potassium iodide certainly can produce lesions of 
erythema nodosum. 

Dr. STEPHEN RoTHMAN: Has erythema nodosum 
ever been observed as a manifestation of monocytic 
leukemia, and, if so, how can the connection be 
proved? 

Dr. SAMUEL M. BLUEFARB: Since this case was 
presented as a toxic eruption of leukemia rather 
than as a leukemid, the histologic picture would 
not be of the specific type. . 

That the diagnosis of erythema nodosum asso- 
ciated with leukemia should be questioned is very 
logical since there are very few cases of this 
association in the literature. However, erythema 
nodosum associated with lymphatic leukemia was 
reported by Gate and Cuilleret (Bull, Soc. frang. 
dermat. et syph. 44:1213, 1937), with myelogenous 
leukemia by Wintrobe and Mitchell (Quart. J. 
Med. 9:67, 1940), and with monocytic leukemia 
by Lynch (Arch. Dermat. & Syph. 34:775 [Nov.] 
1936). 


Epidermolysis Bullosa. Presented by Dr. Davin 

CoHEN and Dr. THEODORE CoRNBLEET. 

A 6-year-old boy presents a recurrent bullous 
eruption of the soles and hands. This has been 
going on since the child started to walk. The 
lesions vary in size, at times reaching the size of 
a quarter piece. Lesions on the palms occur when 
the child grips something tightly. Contents of the 
blisters are usually clear serum, although at times 
the mother reports that there is some blood. 
Healed lesions do not produce any scars. There 
are no nail changes, and there is occasional itch- 
ing. 

There is no one else in the family affected with 
a similar condition. 

Laboratory examination revealed normal blood 
count and urine. 


Pemphigus. Presented by Dr. JAMES WEBSTER, 
Dr. STANLEY Hurr, and (by invitation) Dr. 
Cartos Det Busto. 


Discussion 
Discussion of Preceeding Two Cases 


Dr. Joun Lams, Oklahoma City: This case, I 
believe, is a simple type. There is no history listed 
of hereditary involvement or porphyrinuria or 
dark urine. 

We have been very much interested in the use 
of pregnenolone for about a year and a half in 
this disease. Pregnenolone acetate was originally 
furnished to us for use in fungous diseases. Al- 
though there was a poor showing of the drug in 
in vitro and in vivo studies, nevertheless it was 
highly successful in bullous types of fungous in- 
fections (such as “ids’) which seemed te clear 


Societies 


more promptly than usual with the use of 500 mg. 
of pregnenolone acetate daily by mouth. Because 
of its effect on blister formation, we thought it 
had something more than antifungal activity. We 
have felt that this effect might be (1) on the 
hyaluronidase-hyaluronic system; (2) a possible 
slight anti-inflammatory effect such as cortisone; 
(3) the strengthening of the elastic and connective 
tissue fibers; (4) aiding in the growth of ecto- 
dermal tissue, dermal appendages, nails, and hair; 
and (5) a sedative effect on the patient. 

We have tried this drug in epidermolysis bullosa 
patients and have found that about 60% of the 
dystrophic cases were much improved. The im- 
provement continued as long as the drug was em- 
ployed. We have about 18 cases over the country, 
including our own cases—16 of the dystrophic type, 
and 2 of the simple type. In the latter cases we 
have had 100% clearing on pregnenolone acetate. 
Pregnenolone has no metabolic effect whatsoever, 
and we have never seen any severe reactions from 
its use. However, in the female after puberty 
there has been some menstrual upset. 

Dr. Henry MicHEtson, Minneapolis: How long 
does the improvement last? 

Dr. JoHN Lams, Oklahoma City: Some cases 
will probably have to keep it up until they develop 
their own hormones after puberty. We have not 
had sufficient time to know how long treatment 
will be effective, and if there is a refractile period 
as we have seen in the other hormones. The 
simple cases seem to get along without it in the 
winter, and start in again each summer. 

Dr. Louis A. Brunstinc, Rochester, Minn.: 
Does the voice change? 

Dr. Joun Lamp, Oklahoma City: No, we have 
not seen any metabolic changes. 


Tuberculide(?). Presented by Dr. 
WEBER and Dr. IRENE NEUHAUSER. 
An office worker aged 37, single, has had an 

eruption limited to the axillae since Dec. 15, 1955. 

She had received treatments for contact derma- 

titis caused by deodorants before reporting to us. 

On Feb. 14, 1956, the lesions were fairly firm, 
rounded papules and they were 2 to 4 mm. in 
diameter. The papules were dark red. The lesions 
were closely set in the dome of the axillae. The 
papules were discrete on the anterior and posterior 
axillary lines. Many of the papules had a vesicu- 
lar appearance, and some were punctured, at vari- 
ous times, without obtaining any fluid. The vesic- 
ular-like appearance has regressed in many lesions. 
The growth of the hair was not affected by the 
numerous papules. 

Itching was never severe, and it occurred only 
at intervals until recently. There has been a slow 
spontaneous improvement. Her general health is 
good. 
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In February, the changes observed histologically 
were suggestive of tuberculid. Another biopsy 
was performed one week ago, and the section is 
presented. 

Histopathological report: Sections were made 
from biopsy tissue taken from the axilla. The 
most striking histopathologic changes occur in the 
corium. Here we see a dense granulomatous infil- 
trate consisting of epithelioid cells, Langhans’ 
great cells, and lymphocytes to form numerous 
tubercles. A slight amount of necrosis is seen 
just beneath the epidermis. 

A second biopsy was performed, and _ section 
from this tissue reveals only a_ few _ isolated 
tubercles situated around superficial vessels. 

A polariscopic examination is negative for for- 
eign bodies in sections from both biopsies. 


Case for Diagnosis. Presented by Dr. Louis 

Rustin, Rockford. 

A 30-year-old white woman had no eruption in 
her axillae prior to about four months ago, at 
which time a papular eruption suddenly appeared 
in both axillae. For about one month prior to the 
onset of the eruption she had used a new, not yet 
marketed, stick deodorant containing hexachloro- 
phene, sodium zirconium lactate, and dichlorophene 
as active ingredients in a stick composed of alco- 
hol, sodium stearate, glycerin, carbitol, propylene 
glycol monostearate, cetyl alcohol, water, and per- 
fume. Improvement occurred when her family 
physician had her stop the deodorant, apply 
Hydrocortone ointment, and gave her two x-ray 
treatments. However, a flare-up subsequently oc- 
curred while she was under this treatment. There 
was practically no itching. 

When I first saw the patient on April 20, 1956, 
she had numerous 1 to 4 mm. in diameter, flesh- 
colored, smooth surfaced, semitranslucent papules, 
which at first glance seemed to be vesicles in both 
axillae. There were no excoriations. A few of 
the lesions seemed to have a linear arrangement. 

The biopsy specimen, April 20, is shown, and 
suggests a tuberculid. 

There was considerable improvement . between 
April 20 and May 5 while she was using 2% sali- 
cylic acid and resorcinol in 70% alcohol for topical 
application. No treatment has been applied since 
May 5. 

Histopathological report: Sections from skin 
lesions in the axilla show a granulomatous in- 
filtrate situated around the vessels of the corium. 
The infiltrate is tuberculid in appearance, with 
giant cells, epithelioid cells, and lymphocytes in 
a fairly typical pattern. A polariscopic examina- 
tion is negative for foreign substances. 


598 


A, M. A. ARCHIVES OF DERMATOLOGY 


Sarcoid Reaction in Old Scars. Presented by 

Dr. AcBert H. Stepyan, Highland Park. 

A white woman, aged 51, was seen for the first 
time two days ago. From her history subcutaneous 
nodules appeared suddenly at the sites of old 
operative scars about one month ago. 

The patient states that a wisdom tooth was 
drained through the skin in the right submental 
area some 36 years ago. There has been a per- 
sistent scar through the years at this site, which 
has increased in size to that of a bean within the 
past month. 

Her appendix was removed 22 years ago. Now 
split-pea to bean-sized shotty nodules are felt near 
the upper pole of the appendectomy scar, coming 
on about one month ago. 

About four and one-half years ago, a “fatty 
cyst” was removed from the left forearm. About 
a month ago shotty deep nodules were felt. 

Pathology: A specimen was taken from the 
abdominal scar area and revealed the following 
picture: Deep in the epidermis are circumscribed 
masses of epithelioid cells containing occasional 
foreign-body giant cells. The intervening con- 
nective tissue is compressed and is the site of a 
diffuse lymphocytic infiltrate. No areas of casea- 
tion are evident. 

X-rays of the chest and long bones show no 
gross abnormalities. 


Discussion on Three Preceding Cases 


Dr. Henry MICHELSON, Minneapolis: If we 
had not had an experience recently with an erup- 
tion very similar to those shown here today, I, 
too, would have thought of tuberculosis as a passi- 
bility because of the color of the papules and the 
fact they did not obliterate under glass pressure. 

We saw a patient that had almost identical 
lesions, and when the microscopic section was ex- 
amined we thought the reaction was sarcoidal, but 
the eruption cleared too rapidly for that disease. 
However, it did take six to eight weeks to re- 
solve. Then, we questioned her along the line of 
applications because the eruption was confined to 
the ‘axillae and found she had been using a stick 
deodorant. I, therefore, believe we are dealing 
with a particular type of reaction to some in- 
gredient of the wax deodorants. 

Dr. ApotpH RosTENBERG JR.: I am sure all of 
us were impressed by these interesting cases. I 
have not seen anything like this before. My 
thoughts are similar to those of Dr. Michelson. 
I do not think these lesions are any form of 
tuberculosis or any of the other diseases that 
were mentioned. At present, all we can do is to 
hazard a guess as to the nature of the lesions. 
They probably represent a peculiar reaction to the 
deodorant stick. 
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I rise chiefly to discuss the meaning and nature 
of a tubercle. I think there are a lot of mis- 
conceptions about the nature of a tubercle. Argu- 
ments concerning the significance of a_ tubercle 
go back to the days of Koch, who was the first to 
note the accelerated reaction to the tubercle bacil- 
lus in an animal that had been previously exposed 
to it. Many theories were advanced to explain 
why in certain cases the body responded with 
tubercle formation, whereas in others a_ banal 
inflammation ensued. Finally, the view was ad- 
vanced that a tubercle represented a specific form 
of immune response. Jadassohn and Lewandowski 
advanced this as a biological law: “Whenever 
bacteria multiply in the bod: without restraint the 
organism responds with a non-specific inflamma- 
tory reaction, wherever bacteria disintegrate slowly 
as a result of the effect of the action of antibodies, 
or wherever bacterial protein is thus split, tu- 
bercles and tuberculoid structures develop.” Sulz- 
berger has perpetuated and championed this view 
in this country. 

Krause, who was one of the foremost students 
of tuberculosis in his day, carefully studied the 
nature of the pathologic response to the introduc- 
tion of tubercle bacilli in normal animals. It was 
his unqualified opinion that the first response o1 
the body to the tubercle bacillus was the forma- 
tion of a tubercle, and that the tubercle was neces- 
sary for the development of allergy to the tubercle 
bacillus.. It was only subsequently, when the host 
had become allergic, that banal inflammation was 
seen. In other words, here are two diametrically 
opposed views. The first states that the develop- 
ment of the allergic state causes the tubercle; 
whereas the second states that the tubercle causes 
the development of the allergic state. Rich, in his 
book on “The Pathogenesis of Tuberculosis,” has 
gone into this at considerable length, and to me 
presents clear arguments which show the falsity of 
both views. According to Rich, a tubercle de- 
notes a certain chemical composition of the al- 
lergen and indicates nothing about the allergic 
state of the host. I believe it is important to 
realize this and not to intérpret the presence of 
tubercles as betokening anything about the allergic 
or immune state of the host. 

In the cases under consideration the fact that 
a tuberculoid response exists merely indicates a 
certain chemical composition of the deodorant 
stick. Just what the principle in the. stick is that 
causes this response is, of course, unknown. The 
only ingredient of the stick, as I understand it, 
which is somewhat different from materials that 
have been used in such products for many years, 
is zirconium. It would, therefore, be my guess— 
and that is all it is—that zirconium alone or zir- 
conium in combination with the other ingredients 
of the stick has caused the body to respond in 
this fashion. 
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As to Dr, Slepyan’s case of a sarcoid reaction 
in the scars, I certainly do not think it represents 
the disease sarcoidosis, nor did Dr. Slepyan pre- 
sent the case with that in mind. I think it is what 
the English have called pseudotuberculoma sili- 
coticum. In this case there is no evidence of the 
introduction of a foreign body, but in some of 
the cases many years (30) have elapsed between 
the introduction of the foreign body, and the 
development of lesions; hence with such long 
intervals possible, a history may not be too re- 
liable. 

Dr. Avsert H. StepyAN, Highland Park: This 
type of axillary eruption apparently is not as rare 
as we think it is. After I was talking to Dr. 
Rubin about his case and discussing the question 
of a tuberculid appearing under the arm, the very 
next morning a patient, whom I had been observ- 
ing, walked in. When Dr. Szymanski reviewed 
the histologic section from this patient, there was 
considerable excitement in the department because 
the histologic pattern was similar to Dr. Weber’s 
and Dr. Neuhauser’s case, as well as the case 
shown by Dr. Rubin. This, too, showed a tuber- 
culid-like structure. 

I have been watching another patient, who has 
the clinical pattern of lupus miliaris disseminatus 
faciei. This patient is a fastidious school teacher 
who washes her face frequently with Dial soap. 
The lesions cleared when the Dial soap was re- 
moved. I feel that the lesions on the face were 
due to a chemical reaction much like the papular 
erythema that we saw many years ago from the 
filler put into men’s cotton shorts. 

Dr. Marcus R. Caro: These cases may not be 
rare now, but they were about three months ago, 
when Dr. Weber submitted a biopsy specimen of 
a papular eruption from the axillae and we found 
a tuberculoid reaction in the sections. We had 
never seen this combination before, but we have 
seen several since then. Any one of several in- 
gredients in the deodorant stick may be guilty of 
producing a tuberculoid reaction; these include 
hexachlorophene, zirconium, or the waxes that are 
present. 

In connection with Dr. Slepyan’s patient, I pre- 
sented before this Society about two years ago 
a woman who had been injured in an automobile 
accident many years previously and had received 
cuts above the right eyebrow. The scar remained 
flat and quiescent for 14 years, and then there 
appeared firm, nodular lesions beneath the scar 
which on biopsy showed sarcoid changes. There 
were many spicules of either glass, sand or some 
other foreign body in the center of each sarcoid 
infiltrate, as shown under the polarizing micro- 
scope. 

I would suggest polariscopic examination in this 
case to determine whether the postsurgical scar 
may not have a foreign body within it. Even 
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though the polariscopic examination should be 
negative, there may be still something there which 
does not show. 

Dr. S. W. Becker Jr.: Both these women shave 
the axillae. The advertisement for stick deodor- 
ants advises the person to apply the deodorant 
immediately after shaving. These sticks consist 
of waxes, and this reaction may be due to the 
introduction of wax in superficial abrasions. A 
fat stain might reveal some of this material in 
the lesions.- 

Dr. STEPHEN ROTHMAN: This is a very pe- 
culiar type-of reaction. I should like to see prepa- 
rations stained for fat because the giant cells 
look very much like xanthoma giant cells. Inter- 
estingly, the infiltrates are predominantly peri- 
glandular around the apocrine gland. Apparently 
absorption of the noxious material has occurred 
through these glands. If this material is indeed 
zirconium salt, this is very remarkable because 
of special physical properties of this metal. 

Dr. ZacHArY FELSHER: I just want to say a 
few words about the two chemicals which were 
mentioned. First of all, zirconium has been on 
the market at least a couple of years and is used 
for poison ivy dermatitis and is sold over the 
counter, and, as far as I know, no granuloma 
have been reported from its use in poison ivy 
dermatitis where the skin is definitely broken. 
Secondly, about hexachlorophene. There was a 
report in the Journal about a week ago by Irvin 
Blank, who apparently studied Dial soap and found 
very little allergic reaction, but those he did find 
were of the ordinary type. 

Dr. LEONARD WEBER: We intended to present 
this patient at the April meeting and we had 
hoped to learn the cause of her trouble before 
today. Her interesting eruption consisted of 
papules and small nodules, with the rounded top 
resembling a vesicle. Fluid was not obtained from 
the pseudovesicles. There has been spontaneous 
improvement of the eruption during the last month. 

Originally and now, I believe that her cutaneous 
disease was caused by some external factor. The 
wearing of rubber dress shields caused a definite 
flare-up of her disease recently. The results of 
patch tests with the rubber shields were negative. 

Dr. Louis Rustin, Rockford: “My patient has 
not worn rubber sweat pads of any sort. We 
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Acquired Noncicatricial Local Alopecia. Pre- 
sented by Dr. E. H. Jones Jr. 
This 6-year-old boy has two areas of partial 
alopecia of the scalp of two months’ duration. 
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were fortunate in that my patient’s husband is 
the chemist for the company that manufactures the 
stick deodorant she was using. It is not on the 
market as yet, but through him I was able to get 
the ingredients. 

One interesting thing I did learn, which is 
another facet of this whole problem, is that Dr. 
Weber’s and Dr. Slepyan’s patients were both 
using stick deodorants called “Fresh.” I was told 
they put sodium zirconium lactate in their stick 
about six months ago, and that is about the time 
Dr. Weber’s patient broke out. Certainly this 
aspect should be investigated. 

Dr. Avpert H. Stepyan, Highland Park: The 
microscopic section on the third case was reviewed 
under the polariscope, and neither Dr. Szymanski 
nor I could find anything suggestive of foreign 
particles. The. lesion under the angle of the jaw 
was probably due to a peridental sinus some 36 
years ago. This area was never sutured. The 
scar remained the same until about one month 
ago. Apparently, as Dr. Michelson mentioned a 
few moments ago, some persons who show sarcoid 
reactions may have the sarcoid tendency for a long 
period and the lesions become apparent only after 
some trigger mechanism is released. 


Keratoderma Palmaris et Plantaris or Incipient Pityriasis 
Rubra Pilaris(?). Presented by Dr. Hersert RATTNER, 
Dr. SamMuet M. Bivuerars, and (by invitation) Dr. 
Howarp S. Yarrer. 

Syringoma; Black Tongue. Presented by Dr. THEODORE 
CorNBLEET and Dr. Sipney Barsky, and (by invitation) 
Dr. Leonarp Hoir. 

Condyloma Latum. Presented by Dr. Davin Omens and 
(by: invitation) Dr. Harotp OmeENs and Dr. Cartos 
Det Busto. 

Bullous Eruption (Erythema Multiforme?) Presented by 
Dr. Daviv Omens and (by invitation) Dr. Harotp 
Omens and Dr. Cartos DEL Buste. 

Reiter’s Disease. Presented by Dr. RicHarp B,. STouGHTON 
and (by invitation) Dr. Stantey M. Mestrow and Dr. 
RoGER PEARSON. 

Mali Mel (?). Presented by Dr. P. K. Weicu- 
SELBAUM and (by invitation) Dr. Betsy B. BRENNAN. 

Discoid Lupus Erythematosus with Papulonecrotic Tuber- 
culids. Presented by Dr. BERNARD YAFFE. 

Discoid Lupus Erythematosus with Cold Urticaria. Pre- 
sented by Dr. THEODORE CORNBLEET. 

Disseminated Chronic Discoid Lupus Erythematosus with 
Oral Lesions. Presented  § Dr. F. E. Senear, Dr. 
P. K. WeicHse.saum, and Dr. J. B. Harserin Tr. 

Disseminated Chronic Discoid Lupus Erythematosus with 
Acute Systemic Lupus Erythematosus. Presented by Dr 
James Wesster, Dr. Stantey Hurr, and (by invita- 
tion) Dr. Martin GEcurT. 

Felty’s Syndrome with L. E. 
SamurL. M. Btvuerars, Dr. 
invitation) Dr. Leonarp Hoir. 

Juxta-Articular Nodules A iated with Rh id Arth- 
ritis. Presented by Dr. Hersert RattNER, Dr. SAMUEL 
M. Biverars, and (by invitation) Dr. Howarp YaFrFE. 





Cells. Presented by Dr. 
Siras WALLK, and (by 





Clinically and by cultures there were no signs of 
tinea. Under the microscope the easily epilated 
hairs in the involved area showed a_ peculiar 
thread-like structure wound around the hair shaft, 
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just above the bulb. No hairs from normal areas 
of this boy’s scalp showed a similar structure, nor 
has it been seen in cases of alopecia areata or tinea 
capitis. 

Ten similar cases were seen in the past four 
years, with the same microscopic findings in all. 


Discussion 


Dr. Georce H. Curtis: I should like to offer 
the diagnosis of alopecia areata in this case. On 
the left parietal region, just above the ear, there 
is a patch which I though was perfectly typical 
of alopecia areata, except that there was some re- 
growth of hair. The mother stated ‘that the area 
at one time was completely bald. I think it is not 
uncommon to see perfectly typical areas of alopecia 
areata in which some hair remains in the lesions. 
The microscopic examination of the hair was most 
interesting, although I do think that it is a normal 
phenomenon. There is the peculiar cellular dis- 
arrangement of the hair. There may be something 
wrong with the cementing substance. I am quite 
sure I have seen this in hairs examined for other 
reasons, so | think it is a normal phenomenon. 

Dr. E. H. Jones Jr.: This case is just one of 
13 similar ones which I have seen in the last four 
years, none of which at any time I saw them had 
total alopecia on any patch. They tended to clear 
in anywhere from six weeks to four months, which 
is a little bit against alopecia areata, when you take 
the disease as a whole. I think it would be unusual 
for that many cases to clear up in such an average 
time, when the average in alopecia areata is sup- 
posed to be about a year. There was a characteris- 
tic finding in three cases. When you pulled out 
the more easily epilated hairs, there would be this 
spiral winding at the root of the hairs. In two 
instances this condition appeared in more than one 
member of the family at the same time. All of 
these patients I have seen have been of the pre- 
puberty age. One little girl had what I thought 
were nits on her hair. However, on closer ex- 
amination I decided they were not nits. They came 
off the hair a little more readily than the average 
nit and under the microscope they did not look like 
nits. There was just a sort of amorphous con- 
cretion on the hair’ shaft. If you added sodium 
hydroxide you could see this same spiral winding 
within this amorphous substance on the hair shaft 
above the scalp. I tried to get a photograph, but 


. by that time it had dried out and you could not 


see it so well. I think we have a couple of slides, 
one of the hairs as you saw them and one of these 
concretions. On focusing up and down you could 
see these spiral things. In the second slide you can 
see this concretion. The only thing I could think 
of was white piedra, but this obviously is not 
composed of spores, and I have planted all of 
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these hairs, including these concretions, in Sabou- 
raud’s and nothing grows. 


Porphyria Cutanea Tarda. Presented by Dr. A. 
A. Guipucci. 


This 44-year-old man was first seen in 1953 with 
numerous large crusted lesions on the backs of 
the hands and forearms. There was marked 
mottled hyperpigmentation of the hands and face. 
At various intervals since then bullae and crusted 
lesions have appeared over the affected areas. This 
is associated with urine showing bright red fluores- 
cence under the Wood’s light, and ++-++- uro- 
porphyrin and coproporphyrins. 


Discussion 


Dr. A. A. Gurpucct: The primary reason I 
presented this case was that I wondered whether 
any of you had had any experience with the use 
of chloroquine in porphyria, whether or not it 
would decrease his photosensitivity. 

Dr. E. H. Jones Jr.: I have one woman patient, 
with chronic porphyria. She has the pigmentation. 
She does not, however, develop bullous eruptions, 
but in sunlight will develop some pruritic indura- 
tion on the malar eminences and sides of the neck. 
Chloroquine benefited her a great deal, to the 
point where she no longer had itching or thicken- 
ing of the skin last summer. She had a positive 
photofluorescent test, but since it was not a 
quantitative test I cannot give you the results. 
Another patient has had one positive photofluores- 
cent test and one positive Schwartz-Watson test, 
and also a negative test of each kind, so I do not 
know exactly where I stand, but this patient also 
received benefit from chloroquine. Until we can 
distinguish more certainly between chronic porphy- 
ria and polymorphous light sensitivities, a trial of 
chloroquine might be indicated in cases such as 
these, bearing in mind the risk of hepatic damage. 

Dr. A. A. Gumwucct: There have been some 
reports of liver damage due to chloroquine. 

Dr. Witttam C. MarsH: Chloroquine is sup- 
posedly detoxified in the liver. 


Dermatitis Herpetiformis. Presented by Dr. 
SAMUEL SCHWEBEL. 


This 35-year-old Negro woman was first seen 
in October, 1955, with a burning bullous eruption 
of two weeks’ duration. Distribution was general- 
ized, with intense areas in the axillae, under the 
breasts, perineum, back, and buttocks. She was 
treated for syphilis two years ago and now has a 
weekly reactive Kline test. The patient has had 
an extremely stormy course. She has been on Pro- 
macetin, sulfapyridine, Roniacol, and steroid the- 
rapy. She was hospitalized for one week, during 
which time chloroquine was tried. 
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Discussion 

Dr. Grorce H. Curtis: If sulfapyridine showed 
any benefit whatever, I would not hesitate to 
increase the dose to 5 or even 6 gm. a day for a 
short time, in order to bring the dermatitis herpet- 
iformis under control. 

Dr. G. W. BiInKLEY: I notice that this patient 
had Roniacol, which is a close relative of nicotinic 
acid. Dr. Johnson gives as much as 400 mg. of 
nicotinic acid a day, and 9 times out of 10 there 
is control of the reaction. 

Dr. H. H. JoHNson Jr.: I have one man who 
has been taking 1200 mg. q.i.d. for some time. 
This controls the eruption quite well, when 800 mg. 
did not. You can’t throw it all in in four doses. 
What I have had the patient do is to take half 
with his meals and half one-half hour after meals, 
when larger doses are required. 

As for sulfapyridine, I saw some dramatic cases 
as a resident, with renal shutdowns. 

Dr. WitttAM C. MarsH: I should like to ask 
Dr. Johnson if he uses nicotinic acid or nicotina- 
mide. 

Dr. H. H. JoHNson Jr.: Nicotinamide does not 
work. 

Dr. G. A. DeEOreEo: Sulfapyridine is a valuable 
drug in the treatment of dermatitis herpetiformis. 
In my experience it is most used in the control of 
Duhring’s disease. The dangers of this drug are 
well known, but one thing bears repeating: indi- 
viduals who are going to develop untoward 
reactions (namely of the skin or blood-forming ap- 
paratus) will usually do so in the early treatment, 
so an alert follow-up should be made. It is pos- 
sible that those individuals who are not unfavor- 
ably affected by the drug can continue this 
treatment for years. A man under my care has 
been taking 3 to 8 gm. a day for over six years 
to control a very extensive case of dermatitis 
herpetiformis. Repeated blood studies have shown 
no abnormalities, and, while this disturbance can- 
not be kept under control with nicotinic acid 
alone, with 300 mg. of nicotinic acid daily, it is 
possible to reduce the dosage of sulfapyridine by 
50% when both drugs are used simultaneously. 

Dr. H. A. Haynes Jr.: I had the opportunity 
to see a patient about a month ago whom I had 
seen with dermatitis herpetiformis 20 years ago. 
He had all kinds of trouble for 15 years, and sud- 
denly 5 years ago the disease ceased. This is the 
first patient I have ever seen that apparently re- 
covered completely from dermatitis herpetiformis. 

Dr. SAMUEL SCHWEBEL: I presented this case 
mainly as a problem in therapy. In answer to Dr. 
Curtis’ question, this woman has been taking 2 gm. 
of sulfapyridine and 4 gm. of Promacetin a day, 
so she is getting 6 gm. of sulfonamides a day. In 
addition she gets about 40 mg. of Meticorten a 
day and ACTH, 40 units, three times a week, and 
she apparently has required all of this. 
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Residual Changes in Incontinentia Pigmenti. 
Presented by Dr. E. H. Jones Jr. 


This is a 5-year-old white girl, who shows faint 
reticular pigmentation of the thorax; pigmenta- 
tion in streaks on the right calf; variation in hair 
coloring; bilateral accessory nipples, and dental 
caries. Seriology is negative. Biopsy diagnosis 
was hyperkeratosis, acanthosis, and slight peri- 
vascular inflammation of the skin consistent with 
incontinentia pigmenti. 


Discussion 


Dr. S. Sato: We had a patient recently at 
University Hospitals in whom we made an in- 
teresting observation. When we did dopa stains 
on lesions in the vesiculobullous stage, they were 
dopa-positive. We could not explain this finding 
on what we saw in the hematoxylin-and-eosin- 
stained sections, since there were no obvious 
melanocytes present in the H. and E. stain. 


Nonlipid Reticuloendotheliosis of the Skin 
(Letterer-Siwe?) Presented by Dr. A. A. 
GuIDUCCI. 


This 15-month-old white boy developed an 
eruption of sudden onset four months ago, which 
involved the thorax, thighs, and face. He was 
first seen’ by me two months ago and showed 
yellowish, discrete, macular and maculopapular 
lesions of the face, thorax, axillae, and groins. 
X-rays of the skull, ribs, and long bones revealed 
no abnormalities. Chest x-rays showed increased 
bilateral perihilar markings. Microscopic examina- 
tion of two lesions showed parakeratosis in the 
epidermis and a cellular infiltrate in the upper 
corium, which also involves the epidermis. The 
infiltrate surrounds the skin appendages and ex- 
tends into the subdermal fat. 


Discussion 


Dr. GeorGeE W. BINKLEy: I felt that the con- 
dition could be a mild Letterer-Siwe’s disease. 
The reaction was red enough; the lesions were 
striking pink in large enough areas, some of them 
1% in. long, and because of the systemic or 
generalized distribution I made this diagnosis. 

Dr. JoHN R. Haserick: X-rays of the’ skull, 
ribs, and long bones are reported as showing no 
abnormalities. I think this is a very difficult 
diagnostic problem, but it did not seem to me that 
the child was sick enough for Letterer-Siwe’s 
disease. It may be an early case. The microscopic 
picture was disappointing to me. The one with 
the best lymphoblastomatous changes was so dis- 
turbed by inflammatory reaction that it was diffi- 
cult to see if any reticulum cells were present at 
all. 
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Scleroderma with Calcinosis. Pr E. H. 
JONEs. 

ichthyosis. Presented by Dr. Marvin B. GoLpsTEIN. 

A Case For Diagnosis: Urticaria Pigmentosa? Presented 
by Dr. A. A, Guipucci. 


Cc ital Al ia. Pr i by Dr. A. R. Cukersaum. 


Pustular Psoriasis. Presented by Dr. Marvin B. Gorp- 


STEIN. 
Acrodermatitis Chronica Enteropathica. 
SAMUEL SCHWEBEL. 


ted by Dr. 








Presented by Dr. 


LOS ANGELES DERMATOLOGICAL SOCIETY 


Louis H. Winer, M.D., President 
Kenneth L. Stout, M.D., Secretary 
May 8, 1956 


Case for Diagnosis: Swimming-Pool Granuloma 
with Many Eosinophils. Presented by Dr. 
WALTER F. SCHWARTZ. 


An 8-year-old white boy, presents only one lesion 
which is on the tip of the chin. This began as a 
small, slightly red nodule three and a half months 
ago and has increased steadily in size since; in 
fact, it has doubled in size since first seen by us 
five weeks ago. At that time, the small nodule 
was located at the end of an old traumatic scar 
(now obscured by the tumor). The parents can- 
not recall how or when the scar was produced. 

Examination discloses 2.5 cm. firm, somewhat 
flattened, dusky red, painless mass, apparently 
involving the upper portions of the corium and 
situated on the tip of the chin. It is freely movable 
and not attached to deeper structures. Lymph 
nodes are not palpable. The boy, otherwise, is in 
apparent good health. 

Surgical biopsy was done on March 27, 1956. 

“The histologic section shows nests of histiocytic 
cells and eosinophils throughout the entire section.” 

The hematology report of April 24, 1956, is as 
follows: Hb.—11.8 gm., 73.7%; red cells—4,200,- 
000; white cells—10,000; PMN’s—56% (segmented 
53, stab forms 3%). Lymphocytes—30%; mono- 
cytes—3% ; eosinophils—10% ; basophils—1%; the 
lymphocytes are mature, except one or two that 
show slight immaturity. 

There is no radiographic evidence of opaque 
foreign body within the submental soft tissues, 
and there is no evidence of periosteal reaction or 
bony change. 

Treatment has consisted of infiltration injection 
of the entire lesion with 100 mg. Solu-Cortef 


ene of Mibelli. Presented by Dr. E. H. Jones 

A Case for Diagnosis: 1. Diseoid Lupus Erythematosus? 
2. Trichoepithelioma Papulosum Multiplex? Presented 
by con A. R. pnb wy and Dr. E. R Bropy. 

Hemarthrosis. Pre- 


Presented by 





Deep Inter 
pete by Dn. E. i ‘JoNEs. 
Primary Hyperch 

Dr. A. A. omar 
Lichen Nitidus. gg Se by Dr. SamvEL SCHWEBEL. 
Arsenical K 1 by Dr. A. R. CuKERBAUM. 








(Upjohn) on April 3, 1956, and again on April 
10, 1956, without apparent effect. 
Discussion 

Dr. J. WALTER Witson: This is a so-called 
swimming-pool granuloma. 

Dr. Netson Paut ANDERSON: Recently, Dr. 
Rowe and I saw a 50-year-old woman, who, at the 
age of 7 years, fell on a coal bucket in front of an 
open hearth. For 43 years, all she ever had was 
a deeply pigmented linear scar, about 1% in. in 
length. Only in the last six months did it start 
to grow, or at least become swollen. We excised 
it and the coal-black pigment went clear down to 
involve the periosteum. The pigment was present 
in and about a sarcoidal type of reaction. 


Telangiectasia Macularis Eruptiva Perstans (Weber). Pre- 
sented by Dr. A. FLetcHer Hatt. 
Case for Diagnosis: Lymphocytoma Cutis? Lymphoblas- 
toma? Presented by Dr. Maxweti J. Wo rr. 
Meee Fungoides? Diabetes? Duodenal Uleer? Presented 
Dr. Motieurus Couprerus and (by invitation) Drs. 
is Hartson and Wittiam W. Nusspaum. 


Basal Cell Carcinoma on Leg. Presented by Dr. FLoraLou 
KETTENBACH. 

Colloid Degeneration of the Skin: Cutaneous Horn (Ex- 
eised) Left Hand; Senile Keratosis—Top, Left Ear. 
Presented by Dr. JERomE K. FISHER. 

?Solid Edema of the Legs (Pretibial Myxedema) and Face 
Following Thyroidectomy with Coexistent Onychomycosis. 
Presemed by Dr. Norman E. Levan. 

Psoriasis? Presented by Dr. Jerome K. FisHeEr. 

Case for Polyeyelic Toxie Eruption, Type? 
Presented by Dr. J. WaLteER WILson. 

Tuberculosis of the Skin? Presented by Dr. ANKER K. 
JENSEN. * 

Lichen Selerosus et Atrophicus with Early Scleroderma- 
Like Lesions on Trunk (Following Thorazine Jaundice?). 
Presented by Dr. A. FLletcHer HA tt. 

“— Pityriasis Rubra Pilaris? Presented by Dr. SAMUEL 

AYRES je. and Dr. Samuet Ayres, III. 
1 (Persisting for Five Years). Presented 
“ Dr. J. Westen WItson. 
Lupus Eryth Pr d by Dr. 
Levan. 

P itheli Hyperplasia? Case for Diagnosis and 
Fine > ono Suggestions. Presented by Dr. MaxweELi 
. Wotrr. 








Norman E. 





METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Harold Price, M.D., President 

Edward L. Murphy, M.D., Vice-President 
Laurence J. Underwood, M.D., Secretary 
May 22, 1956 


Acanthosis Nigricans. Presented by Dr. Kurt 
LINDSTROM. 
The patient, aged 56, had a history of a sudden 


onset of itching of the torso and the extremities in 
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December, 1955, together with the simultaneous, 
gradual appearance of warty plaques (these were 
also on the torso and the extremities, but the 
itch'ng was severest where the plaques were few- 


603 














est.) Topical antipruritics gave little relief, but 
pruritis dwindled on all areas except on the back, 
where it gradually disappeared with x-ray therapy. 
History of contactants, inhalants, and internal 
medication yielded no etiologic information. 

On Feb. 8, 1956, a barely perceptible roughening 
and dusky pigmentation was noted on the axillae 
and sides of the lower neck, whereupon an inter- 
nist was consulted. The general physical condition 
appeared good; laboratory work and x-rays indi- 
cated no general pathology. 

The pigmentation and diffuse verrucous char- 
acter has become slowly more marked in the past 
three months; the verrucous plaques have grad- 
ually increased in size and number. The patient 
has had no symptoms suggestive of any systemic 
illness with the exception of the following: (1) 
a few days of pleuritic-type pain one month ago, 
at which time a chest x-ray showed slight patchy 
shadowing, which two subsequent x-rays failed 
to show; (2) anorexia and weight loss of 10 Ib. 
in the past six weeks; (3) severe migrating lower- 
tack pains the past 12 days. 

Previous illnesses: Carcinoma and subtotal gas- 
trectomy about four years ago. 

Laboratory examinations, which included CBC, 
sedimentation rate, urinalysis, fasting blood sugar, 
thymol turbidity, cephalin flocculation, blood 
serology, G. I. series, chest x-rays (three), barium 
enema, and lumbar and sacral spine x-rays taken 
on May 16, 1956, all were negative. 

Biopsies revealed the following : 

1. Thigh plaque indicated verruca plana. 

2. Two other plaques reported to the patient as 
being common warts. 

3. The following biopsy report, taken from the 
axilla, was issued by Louis H. Winer, M.D. “The 
epidermis is hyperkeratotic. The follicles are di- 
lated and plugged. No parakeratosis is seen. The 
stratum granulosum is normal. No vacuolization 
of the epidermal cells is seen. The epidermal rete 
is acanthotic. There is increase in pigment in the 
basal cells in some areas. The cutis is normal. 
Diagnosis: Acanthosis nigricans.” 


Form of Allergic Contact Dermatitis? Ver- 
ruca Plana? Nevoid Lesion? Presented by 
Dr. LEAH FISHER. 


A 9-year-old white girl has an allergic back- 
ground—tracheobronchitis and pneumonia at 13 
months of age. At the age of 3 years, the first 
evidence appeared of angioneurotic edema of the 
mouth and nose from sesame candy. This was 
followed by wheezing and asthma, relieved by 
Thephorin. By elimination, the parents have found 
that the child develops edema and some wheezing 
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when nuts or nut products are eaten, and also 
when in contact with animals, furs, or in a damp 
area. 

Five months ago, the parents noted a verrucous 
eruption on the lips. It has disappeared on several 
occasions as, for example, a trip out of town, leav- 
ing only some discoloration, according to the 
parents. 

At present, there is a verrucous papillomatosis 
of the lips and tongue. 


Discussion on Two Preceding Cases 


Dr. Witrarp L. MARMELZAT: The man pr<- 
sented by Dr. Lindstrom had myriads of wiiat 
looked like verrucae, and acanthosis nigricans 
lesions. Especially interesting were the following: 
enlargement of breast tissue, with discomfort about 
the nipples, and thickening of his palms. His 
ears, he said, had not enlarged. He had thickened 
folds over his forehead, vertically and horizontally. 
With the history of a gastric ulcer and some 
questionable lesions in the lungs, I thought that 
this might be a case of pachydermoperiostosis with 
acanthosis-nigricans-like syndrome. Continued 
search should be made for the presence of malig- 
nancy. 

Dr. Harotp Price: Regarding the case pre- 
sented by* Dr. Fisher—the young girl with the 
warty lesions on the lip—examination of the 
axillae and groin revealed faint pigmentation and 
a thickened velvety appearance of the skin. This 
is acanthosis nigricans, juvenile type. These two 
cases give us the remarkable opportunity of seeing, 
on the one hand, a late extensive malignant 
acanthosis nigricans, and, on the other hand, an 
early, probably benign, juvenile acanthosis nig~.- 
cans. An endocrinological work-up is indicated. 

Dr. Kurt Linpstrom: The internist who saw 
my patient said perhaps the a: nthosis nigricans 
is not related to the gastric carcinoma. He has 
seen, I believe, two cases in which this type of 
migratory persistent back pain has been related 
to lymphomas that were limited to the spinal canal 
and caused pressure symptoms of that sort. I 
question seriously whether these apparent common 
warts, both grossly and histologically, are true 
common warts. I have a feeling that the hyper- 
keratosis of his palms and soles, the unusual 
amount of itching for weeks and these warty pro- 
tuberances, which have been previously described 
in other cases of acanthosis nigricans, are part 
of the whole picture due to one and the same 
cause. 
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Riehl’s Melanosis. Presented by Dr. Haroitp Price. 

Case for Diagnosis: Dermatofibroma vs. Dermatofibrosar- 
coma Protuberans. Presented by Dr. Firoyp J. Dorn- 
BUSH. 

Case for Diagnosis: Dermatomyositis. Presented by Dr. 
Ratrx B. Coomper and Dr. CorTLanp MyYErs. 
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Pinal Vulgaris. Presented for discussion of manage- 
y 
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of diagnosis and treatment by Dr. Hersert A. FIsu- 
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Case for Diagnosis. Presented by Dr. RoNALD 
ROSANOVE (by invitation). 


Summary of Data—A 68-year-old white man 
was admitted to University Hospital on Jan. 4, 
1956, with widely distributed skin lesions asso- 
ciated with painful joints in the left knee, right 
wrist, and right ankle. The face, scalp, neck, chest, 
and right buttock showed circular, oval, and elon- 
gated, erythematous papular indurated pea- to 
plum-sized crusted lesions. On the shoulders and 
upper back there were abscesses filled with blood 
and serum, without pus, surrounded by a narrow 
rim of brown pigmentation and many comedones. 

These lesions began as small red papules on the 
occipital region of the head approximately 13 
months prior to admission during medical treat- 
ment for pulmonary tuberculosis. Subsequently, 
similar lesions appeared on his neck and face and 
more widespread sites. The papules enlarged and 
became more erythematous, then slowly regressed. 
Treatment accelerated the regression, but subse- 
quent exacerbations occurred. 

The right ankle and right wrist showed elevated, 
purplish, infiltrated circumscribed, granulomatous 
vegetating abscesses, circular in outline, 14 in. in 
diameter, surrounded by a narrow rim of purplish 
discoloration between the lesions and the surround- 
ing apparently normal skin. These lesions had 
been more recent than the others, having appeared 
and enlarged during the preceding two months. 


Past History—This patient has spent many 
years on military duty in Europe, Africa, and the 
Middle East.. He had received wounds in the 
chest (1917) and sight buttock (1942), which had 
healed rapidly. Otherwise he had no serious illness 
until 20 months prior to admission. The pa- 
tient was then admitted to New York City Hos- 
pital complaining of weakness and fever. He was 
treated for bilateral, moderately advanced pul- 
monary tuberculosis, shown by x-ray examinations, 
confirmed by sputum positive for acid-fast bacilli. 
After five months of hospitalization, with sputum 
examinations consistently negative for acid-fast 
bacilli, he was discharged with the pulmonary dis- 
ease in an arrested stage. Subsequently, he was 
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followed and treated with streptomycin, with 
progressive clearing of his pulmonary pathology. 
Sputum examinations continued to be consistently 
negative. - 


Laboratory Examinations.—Biopsies of several 
sites showed nonspecific granulomas without 
tubercles. 

Bacteriology: Smears, cultures, and guinea pig 
inoculations of specimens of sputum, gastric con- 
tents, tissue from lesions, and scrapings from 
skin and mucous membranes were consistently 
negative for tubercle bacilli. Cultures from lesions 
for predominant organisms revealed hemolytic and 
nonhemolytic staphylococci, mannite- and coagu- 
lase-negative. 

Mycology: Smears and cultures from lesions 
were repeatedly negative for fungi and yeasts. 

Skin test with histoplasmin was negative. 

Mantoux reaction was negative to 1:5000 on 
admission. Later, retesting gave a weakly positive 
reaction to this dilution and moderately strong 
reaction to 1:1000. 

Sedimentation rate remained consistently highly 
elevated between 60 and 80 mm/hr. (normal 
maximum male—10 mm/hr.) 

Blood counts showed persistent mild hypo- 
chromic anemia with mild leukocytosis, relative 
neutrophilia (80%-95%), and lymphopenia (3%- 
17%). 

Serum proteins remained on the lower limit of 
normality (6.1-6.3 gm. per 100 cc.) with a rela- 
tive decrease of serum albumin 3.3-3.7. (normal 
4-5 gm.). 

Cephalin flocculation: 3+ (normal 0-2+-). 

Alkaline phosphatase: 11-3 units per 100 cc. 
(Bodansky) (normal, 3-5 units). 

Serum cholesterol at upper limit of normality: 
(215 mg. per 100 cc.). 

Serological test for syphilis was negative. 

Urine bromides 1.2 mg. per 100 cc. (normal— 
negative). Serum bromides 25 mg. per 100 cc. 

X-ray examination showed pulmonary changes 
interpreted as chronic tuberculosis and _ bone 
changes interpreted as chronic tuberculous osteo- 
myelitis. 
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Therapy.—For 18 months prior to admission the 
patient had been treated intensively with strepto- 
mycin and isoniazid. This was followed by several 
prolonged courses of broad-spectrum antibiotics, 
with some remissions, followed by exacerbations 
of his cutaneous lesions. 

During hospitalization, he has received high- 
protein, high-vitamin diet with 150,000 units of 
calciferol daily. He was given a course of arsenic 
trioxide I. M.; sodium thiosulphate I. V.; ultra- 
violet light irradiation, and bland topical therapy. 
Aminosalicylic acid was not tolerated. 


Progress——Hospital course has been afebrile, 
with a slow deterioration of his general condition. 
Many lesions have shown a tendency to healing 
with contraction, scarring, and) some brownish 
pigmentation. This has been most marked over 
his neck and shoulders. Other lesions have pro- 
gressed, with swelling, oozing, and crusting. 

New lesions appeared, especially on the right 
arm and right ankle. These were granulomatous 
and heaped up with a red velvety surface and a 
tendency to bleeding on slight trauma. These en- 
larged, partly by the confluence of multiple lesions 
and partly by peripheral spread. Several of these 
lesions appeared to be in close anatomical relation- 
ship to underlying bony changes shown on x-ray. 
Some pustules studded these areas but were more 
marked on the face and neck. 

From time to time he had deep pain in the leg 
joints and over bony .prominences, relieved by 
analgesics. 

Discussion 

Dr. Cart T. Netson: I thought of the possi- 
bility that this man’s difficulty might be due to 
infection with the Bairnsdale bacillus. This micro- 
organism is an acid-fast rod which, peculiarly 
enough, grows only at 32 or 33 C. It is primarily 
a pathogen of rodents, but it will cause persistent 
granulomatous ulcers in man. I understand that 
Bairnsdale bacillus infection has been thought of, 
but that no attempts have been made to culture 
this agent. In any event, no acid-fast rods have 
been found in the smears of the lesions. 

Dr. Davin Bioom: The eruption suggests a 
halogen eruption. 

Dr. Paut Gross: In this patient one should be 
reminded of the case published by Dr. Eller and 
Dr. Klemperer in which an extensive bromoderma 
developed into reticulum-cell sarcoma. This case 
suggests such a possibility. 

Dr. CHartes WoLF: This man may not be get- 
ting bromides or iodides from any known source 
but he may be secretively taking them. I would 
suggest—and I didn’t read it on the protocol—that 
substitutive therapy should be assayed here, and 
perhaps some light can be shed in that direction. 
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Dr. Rupotr L. Baer: During the past year a 
case was reported of iododerma (J.A.M. A. 158: 
727, 155) in which very good results were ob- 
tained with hydrocortisone. 

Another therapeutic possibility is one suggested 
many years ago by the work of Drs. Bodansky 
and Moddell (J. Pharm. & Exper. Therap.) who 
found that the administration of certain mercurial 
diuretics increased the urinary excretion of bro- 
mides more than that of chlorides. 

Dr. Ronatp RosAnove: I think one of the out- 
standing features of this case was the correlation 
in anatomical sites between the progressive granu- 
lomatous lesions on the skin’ and the underlying 
cystic and osetolytic changes in bone. Where the 
conditions have progressed in the skin there appear 
to have been progressive changes in the under- 
lying bones, such as the lower end of radius, lower 
end of both fibulae, inner aspect of the tibial 
malleolus. I think this is an important feature and 
one of the important reasons why we have not 
jumped to the diagnosis of halogen dermatosis. 
This will really require further investigation. We 
were wondering whether anybody was interested 
in passing an opinion on that. 

He had pulmonary tuberculosis, and the radio- 
logical diagnoses of these bony changes have been 
tuberculous osteomyelitis. In view of that, we 
have not been willing to use steroid therapy. But 
the therapy with mercurial diuretics could be used. 

There are other features that make the case 
extremely puzzling. One of them is the complete 
lack of evidence for tuberculosis in any of his 
lesions. We have done several biopsies, and 
various bacteriological studies looking for acid-fast 
bacilli, which would include the Bairnsdale bacil- 
lus.. If these bacilli were present and were re- 
sponsible, we should have located them by now. 
This Bairnsdale bacillus was first described at the 
Alfred Hospital in Melbourne, Australia. This 
acid-fast organism was isolated from chronic leg 
ulcers in a patient from Bairnsdale, a town ap- 
proximately 100 miles from Melbourne. It has 
been isolated many times since then, and appears 
to grow best at lower temperatures than those 
commonly used for bacteriological incubation. 


Actinomycosis. Presented by Dr. Royat Mont- 
GOMERY for Dr. WILLIAM WELTON. 


Discussion 


Dr. FrepertcK Reiss: There is one remark 
which I should like to make in relation to the 
classification of the etiological agent. Actinomy- 
cosis caused by Actinomyces bovis affects rarely 
the forearm, but prefers the neck area, whereas 
Nocardia is more frequently found to be the cause 
of actinomycosis of the extremities and the trunk. 
There is one feature which should be discussed 
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briefly and that is the granule formation. Are 
there granules produced by Nocardia? I should 
say not as readily as one sees them in actinomy- 
cosis. The therapy is similar in both diseases; 
therefore, I believe that between the two organisms 
on the basis of therapeutic response it is almost 
impossible to make a differentiation. 


“Urticaria” Due to Cold. Presented by Dr. 
JosEPH RAPAPORT. 


A 50-year-old seaman of Filipino origin had 
swelling of face, hands, lips, and mouth on ex- 
posure to cold. 

History.—Rather sudden onset of above com- 
plaints about March 10, 1956. Swelling and 
pruritus usually subsides spontaneously after two 
to three hours. The patient denies a previous his- 
tory of same or similar symptoms. There is no 
family history of cold urticaria. He has worked 
as a cook on ships for many years which requires 
frequent walking in and out of refrigerators. He 
had primary syphilis in 1927, for which he was 
treated. He had a history of right maxillary and 
frontal sinusitis, and nasal polyps, surgically re- 
moved in October, 1955. He has had severely 
pruritic, generalized prurigo for many years, and 
was treated with chlorpromazine and _ reserpine 
just prior to the onset of his cold urticaria. 

Description—Well-circumscribed urticaria, con- 
forming exactly to the shape of the cold source 
applied to the skin, without pseudopod formation. 
Diffuse, severe swelling of the hand and part of 
the arm exposed to cold water. 

Laboratory Examination —Urinalysis. Normal. 
CBC: WBC 7900, with differential of polymor- 
phonuclears 72, lymphocytes 17, mononuclears 5, 
eosinophils 5, basophils 1. (In the past, the patient 
has frequently had marked eosinophilia.) Hemo- 
globin 16.2 gm.; hematocrit reading 48. STS: 
Mazzini weakly positive, VDRL weakly positive, 
Kolmer negative. Cerebrospinal fluid examination 
was negative. Cryoglobulins, negative twice (done 
before and after exposure to cold). Cold agglu- 
tinins, positive 1:16 dilutions on first test and 
positive 1..+ on second test. RBC fragility, 
normal. Urinary hemoglobin, negative on three 
occasions. Chest photofluorogram negative, except 
for scattered calcific nodules. Tests performed in 
relation to his cold urticaria were as follows: 

1. Response of blood pressure and pulse to im- 
mersion of one hand in cold water (Temp. HxO— 
14C) : Results were as shown in the accompanying 
table. A repeat test performed showed similar re- 
sults. 

2. Passive transfer test (blood taken after im- 
mersion of hands in cold water). Four subjects 
were used, all four with positive STS’s and ade- 
quate treatment for syphilis. 
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(a) In each of the four subjects 0.1 cc. of 
serum was injected into the flexor surface of the 
forearm, and the injection site was tested 24 hours 
and 48 hours later. 


Case 24 Hr. 48 Hr. 72 Hr. 
1 a — + 
2 _ = + 
3 = — os 
4 —_ ao + 


(b) Reverse passive transfer test in which an 
ice cube was applied at the site of injection before 
injection was done: 


Case 24 Hr. 48 Hr. 72 Hr 
1 se sts vB 
2 — — 2 
3 ‘ads sos ot 
4 — — + 


(c) Distant provocation test in which the in- 
jection site was observed following immersion of 
the hand in cold water: 


Case 24 Hr. 48 Hr. 
1 oe BES. 
2 i ae 
3 ae se 
4 & ee 
(d) Reinforced test in which a mixture of 1:10 
of the patient’s serum with adrenalin was injected: 


72 Hr. 


Case 24 Hr. 48 Hr. 72 Hr. 
1 = - + 
2 ef eS + 
3 —_ _ = 
4 “ oa *£ 


(e) Control—ice cube applied to normal flexor 
surface of forearm. 

3. Injection of 0.1 cc. of histamine phosphate 
intradermally and 0.1 cc. saline as control: An 
urticarial reaction with pseudopods resulted. Sa- 
line control—negative. 

4. Injection of methacholine 0.1 cc. (1.25 mg.) 
and 0.1 cc. saline control: No reaction resulted. 

5. Application of ice cube after local injection 
of 0.5 cc. 1:1000 epinephrine (three attempts were 
made). The response was markedly less than the 
control and less than a similar test done with 
Benadryl. 0.5 cc. gave more suppression than 0.2 
ce. epinephrine. 

6. Application of ice cube after local injection 
of 0.25 cc. (2.5 mg.) Benadryl (three attempts 
were made): The response was definitely dimin- 
ished as compared with the control, but there 
was no complete suppression of urticaria. 

7. The critical temperature at which urticaria 
occurs was tested by exposure of the hand to 
water which was initially warm and gradually 
cooled. There was slight urticaria at 30 C and 
good urticaria at 25 C. 
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8. The effect of sudden change from exposure 
from warm to cold: Sudden change from 50C 
water to 30 C water, and 25 C water, produced no 
reaction. 

9. Minimum duration of stimulus necessary to 
produce urticaria, 10 seconds. 

10. Application of heat immediately following 
stimulants; ice cube applied 120 seconds, and heat 
immediately thereafter: Urticaria produced was 
minimal (less than that ordinarily produced by ice 
cube applied for 10 seconds). 

11. Application of ice cube following trauma 
(rubbing of area with a tongue blade): Urticaria 
was entirely suppressed and control was_ positive. 

12. Attempt to develop localized tolerance to 
cold by daily application of ice cube for 60 seconds 
to left scapular region: After 10 days the urti- 
carial response was questionably diminished, but 
not abolished. 

13. Tests for sensitivity to heat: There was no 
urticaria after application of heat to the skin. 

Course——No active treatment for cold urticaria 
has been given as yet, and the patient has not 
shown improvement following ‘repeated exposures 
incidental to above tests performed. On large 
doses of Pyribenzamine (500 mg. per day) there 
has been no alteration of his urticarial reaction. 
We contemplate giving patient baths, starting just 
above critical temperature for production of urti- 
caria and gradually decreasing temperatures of 
baths as tolerated. 


Discussion 

Dr. Rupotr L. Barr: I should like to ask the 
presenter into which category of cold urticaria he 
believes this case belongs. As Dr. Rothman and 
Dr. Griem have pointed out, there are really four 
conditions which have to be considered’ in cases 
of cold hypersensitivity: one is cryoglobulinemia, 
the next one paroxysmal cold hemoglobinuria; the 
third one is cold hemagglutination, and the fourth 
one is essential cold urticaria. It is not quite clear 
from the data presented here into which category 
this patient belongs. Apparently the patient does 
have latent syphilis, and paroxysmal cold hemo- 
globinuria occurs and must be considered. I don’t 
know whether he was studied for this particular 
entity. 

There are several points which may be of etio- 
logic significance here: One is the fact that the 
patient, who worked as a cook aboard ship, has for 
many years repeatedly walked from the hot 
kitchen into a refrigerator, where he spent up to 
20-25 minutes. We were wondering if that pro- 
vided the physical stimulus leading to cold urti- 
caria. The other point is that prior to onset of 
his cold urticaria he had been treated for pro- 
longed periods of time with reserpine and chlor- 
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promazine. Had these drugs effected certain 
changes responsible for the cold urticaria? The 
third point is the patient’s past history of syphilis. 

There are five major theories as to the patho- 
genesis of cold urticaria. According to one theory 
it is a true, primary allergy based on an antigen- 
antibody reaction. Evidence cited is that many 
investigators have succeeded in passively trans- 
ferring the disease. In our patient this test was 
positive, and we used various methods of rein- 
forcing the test, such as taking the specimen after 
exposure of the patient to cold, doing a reverse 
P-K test, which supposedly fixes the antigen, and 
adding epinephrine to the serum. 

Another theory is that of a secondary physical, 
allergy whereby a physical stimulus, such as cold 
or heat, produces certain chemical or physico- 
chemical alterations of proteins, so that secondary 
antigens are produced in the tissue, to which the 
organism may become sensitive. As evidence I 
should like to mention the experiment of Karady 
in 1939, who tied off the hindlegs of guinea pigs 
and exposed them to 56 C heat and —5 C cold. 
Two weeks later the guinea pigs developed an 
anaphylactic reaction after being similarly exposed. 
Some of the arguments against the theory of 
secondary allergy are that a rather banal stimulus, 
such as exposure to heat or cold, could not con- 
ceivably produce a change in a protein, or that 
the critical temperature at which symptoms oc- 
cur is variable, whereas chemical reactions are sub- 
ject to rigid environmental conditions. One must 
consider, however, that reactions that cannot be 
produced in vitro can occur in vivo. Other antago- 
nists of this theory cite the fact that there is often 
an inheritance pattern which points toward a 
genetic or metabolic etiology, rather than a secon- 
dary allergy. 

A third theory is that of release of histamine 
or a histamine-like substance. It is clear that such 
a substance is produced, and tests on our patient 
have borne this out very well. It cannot be said, 
however, that this is the basic cause of the dis- 
ease. It is more likely that histamine or a hista- 
mine-like substance is the byproduct of a tissue 
reaction, whatever the primary cause may be. 
Virtually all investigators observed physiological 
reactions during cold urticaria, which were in all 
respects analogous to injection of histamine. Al- 
though antihistamine drugs were reported by some 
to be of value, we observed no change in this 
patient with Pyribenzamine or Benadryl in doses 
up to 500 mg. a day. Local injection of Benadryl 
prior to application of cold did not produce a 
markedly diminished reaction. We found that 
after local stimulation of the skin by vigorous 
rubbing we could not produce urticaria upon 
stimulation with cold. This is in contradiction to 
some previous reports according to which the 
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reaction was increased after local stimulation. We 
believe that our results are logical and can be ex- 
plained on the basis of local exhaustion of the 
tissue. 

The fourth theory as to the cause of cold 
urticaria makes the disease a “cold-specific vaso- 
motor neuropathy” or a “cold pathergy.” It is 
presumed that an instability of the central or 
peripheral vasomotor mechanism exists, which is 
brought about by a previous injury, such as bac- 
terial. The tissue reacts pathologically to ordi- 
narily innocuous stimuli. Since an allergic cause 
was never definitely proved, the term pathergy, 
which was coined by Urbach and Roessle, is pre- 
ferred. The evidence produced for this theory is 
too voluminous to be presented at this time. 

The last theory is one which has few adherents 
today. It ascribes the phenomenon of cold urti- 
caria to a central disturbance of the temperature- 
regulating mechanism causing pathological re- 
actions in blood vessels of the skin. This view was 
favored by Duke, who originally described cold 
urticaria in 1924. 


Ochronosis. Presented by Dr. HASKELL ROSEN- 
BAUM. ; 


Discussion 


Dr. HASKELL RosENBAUM: Ochronosis is a rare 
metabolic disorder, one of a group of so-called 
“inborn errors of metabolism” of the aromatic 
amino acids, tyrosine, and phenylalanine. This 
patient is apparently able to partially metabolize 
tyrosine through the steps of deoxidative deamina- 
tion and introduction of the hydroxyl group and 
ends up with dihydroxyphenyl acetic acid, homo- 
gentisic acjd. This is an analogous compound to 
DOPA, dihydroxyphenylalanine. Beyond that 
point he apparently lacks the enzyme to break the 
phenol ring to produce the four carbon fragments 
which are then oxidized to CO2 and water in the 
Krebs’ cycle. He then begins to pile up homo- 
gentisic acid in the tissues and urine, where it 
turns black on oxidation. This black pigment is 
an analogous compound to melanin, not really 
melanin, but a similar compound. It involves an 
oxidative polymerization of homogentisic acid to 
form a black pigment. The pigment precursor is 
more readily oxidized in alkaline solution, and as 
such acts as a reducing agent. It will reduce 
Fehling’s solution and Benedict’s reagent, also 
blackening film just as a developer does by re- 
ducing silver ions to metallic silver. It is inter- 
esting that this patient’s mother is supposed to 
have been a diabetic with black urine. Possibly 
she was a false diabetic on the basis of a urine 
test with an alkaline copper reagent which was 
actually being reduced by homogentisic acid. 
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The disease is inherited as a Mendelian reces- 
sive gene. It is a rather rare disease, and there 
have only been approximately 200 cases of alkap- 
tonuria and 100 cases of ochronosis reported in 
the literature. The disease becomes manifest late 
in life, around the age of 40, which is one reason 
why the disease is able to perpetuate itself. These 
people pass the childbearing age before the disease 
becomes manifest. 

In association with the deposition of the black 
pigment in the cartilages and fibrous tissues, these 
patients develop osteoarthritis. This osteoarthritis 
responds to steroid therapy in much the same way 
as rheumatoid arthritis does. In 1952 a patient 
treated with steroid therapy for this disease not 
only had improvement of the arthritis, but the 
blackening of the urine also disappeared. 


Parapsoriasis, Guttate Variety, with Leuko- 
derma. Presented by Dr. WitttaAmM Bur- 
ROUGHS. 


Discussion 


Dr. ALEXANDER A, FisHER: It might be of 
interest to cite a case of a 16-year-old boy whose 
guttate parapsoriasis disappeared after the re- 
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Schamberg’s Disease. 
C. CoMBES. 


Presented by Dr. FRANK 


A woman aged 43 has had a pigmented macular 
eruption of both legs for 20 years. In 1936 she 
collapsed while dancing because of pain in her 
right ankle. At that time a purpuric eruption was 
first noticed. Ligation of varicose veins was per- 
formed, but one week postoperatively the eruption 
about the ankles recurred. Elastic stockings and 
elastic bandages were recommended. New lesions 
continued to appear on the legs and thighs, and 
are now seen on the abdomen and forearms as 
well. Five years ago slow-healing, small, exquisite- 
ly painful ulcers began to appear about the ankles. 

There is a confluent purpuric eruption on both 
ankles and the dorsa of the feet, with small ulcers 
covered by sanguineous crusts about the ankles. 
On the legs and thighs there are purpuric reticu- 
lated areas with numerous petechiae. Petechiae 
are also present on the forearms and abdomen. 

Histologic examination showed the vessels of 
the mid- and upper cutis to be dilated, with a 
pronounced focal and diffuse infiltration of small 
round and wandering connective-tissue cells. Many 
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moval of an unerupted molar which had a cyst 
at its root. Since then we have x-rayed the teeth 
of six children with parapsoriasis. We discovered 
one other case of an unerupted molar which 
cleared after removal of the molar. In both in- 
stances it may be coincidence that the guttate 
parapsoriasis disappeared after the removal of the 
unerupted molar. 


Dr. CHarLES Wo tr: I should like to relate a 
case that came under my observation of a woman 
in the early 40’s, who had been treated at various 
clinics. I saw her with a very typical diffuse 
parapsoriasis guttata, with a history of about 25 
years without it ever clearing. In an empiric way 
I gave this patient large doses of vitamin A, and 
to my utter amazement the eruption cleared up 
and has remained cleared for a period of two 
years that she has been under observation. 

Case for Diagnosis: Micropapular Tuberculid? Presented 


by Dr. M. M. Key 

Nedular Vasculitis in a Patient with Disseminated Lupus 
Erythematosus. — by Dr. Raout M. Hansen. 

Pyoderma G iated with Hypogammaglo- 
bulinemia. Presented > Dr. Marvin DANNENBERG (by 
invitation) and Dr. Davip BLoom. 

Keratosis Follicularis of Darier Showing Keebner Phe- 
nomenon Following Exposure to Sun. Presented by Dr. 
BENJAMIN SCHWIMMER. 





polymorphonuclear leukocytes were seen, and there 
was tremendous interstitial edema. The epidermis 
was not acanthotic and showed no important 
change. The Perls test was negative. The im- 
pression was that of a multiform erythema-like 
process, with a toxic or drug eruption:to be ruled 
out, and Schamberg’s disease a possibility. 

The hemoglobin was 14.8 gm.; red blood cells 


4,700,000; white blood cells 5250, polymorphonu- 


clear leukocytes 64, bands 8, lymphocytes 20, mono- 
cytes 8; platelets normal (178,000). Bleeding time 
1 minute 30 seconds; clotting time 4 minutes 10 
seconds (no lysis). Erythrocyte sedimentation 
rate (Wintrobe) 36 mm. in one hour (normal 
0-20 mm.). Total serum proteins 7.69 gm., with 
albumin 4.02 and globulin 3.67 gm. Cryoglobulin 
negative. Prothrombin 100% of normal. Clot re- 
traction firm. Tourniquet test slightly positive. 

The patient has received ascorbic acid, rutin, 
Kuertin, and flavoids without benefit. Oral steroid 
therapy aggravated the eruption. 


Discussion 
Dr. Georce M. Lewis: If there is such a disease, 
this may be an example of Schamberg’s pigmen- 
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tary dermatosis. One has to rule out stasis changes 
and conditions contingent on impaired circulation, 
and in the majority of instances it is not possible 
to do so, particularly in patients past 40. 

Dr. ANTHONY C. CrpoLLaro: I am confused 
every time I ‘see these cases. You can find few 
clinical signs which indicate Schamberg’s or 
Majocchi’s or Gougerot-Blum’s disease, but in my 
own mind I cannot be certain that any of these 
names will define the condition. I think all of 
them are part and parcel of the same underlying 
disorder, a peripheral vascular disturbance. 

Dr. Cart T. Netson: I would agree with Dr. 
Cipollaro that this woman has a progressive pig- 
mentary disturbance and, although there is no 
proof, that this is the result of capillary fragility. 
She has an elevated erythrocyte sedimentation 
rate, and I would look carefully for some sort of 
underlying microbial focus which might be causing 
some degree of hypersensitivity. 

Dr. Lesuie P. Barker: I agree that this patient 
presents a progressive pigmentary dermatosis. This 
type of eruption usually begins on the anterior sur- 
face of the legs and may spread to the thighs and 
abdomen. These patients do not show increased 
capillary fragility or any changes in the blood 
picture, and the eruption usually appears after the 
age of 40. I have had several patients improve 
with ultraviolet light treatment. 

Dr. Wivpert SAcHs: You see the pigment 
clinically, but microscopically the Perls reaction 
is negative. 

Dr. Georce C. ANprEws: I do not understand 
why Majocchi’s disease or the papular lichenoid 
dermatosis.of Gougerot-Blum would be considered 
in this case, as there are none of the characteristic 
features. It is simply a case of chronic purpura 
with pigmentation from hemosiderin deposition in 
the skin. I had a patient today with an exact 
replica of this one. She had four dead teeth. 
The patient this afternoon had one dead tooth, four 
peg teeth, and other teeth look decayed. I shouldn’t 
be surprised if she has more dental infection than 
I have mentioned. I think we are making a lot 
of her skin condition and not going at the cause 
of her trouble, which is in her teeth. 

Dr. Geratp F. Macwacek: She had thyroid 
therapy, which aggravated her condition. 

Dr. Georce C. ANpREWS: That might aggravate 
the pigment formation. 

Dr. J. Lowry Miter: I asked the woman if 
she considered that she had an outbreak at present 
and she said no, she was clear. In other words, 
she apparently has outbreaks of purpura. The 
only thing that causes a remission in these cases 
is fever, and then the lesions recur when the fever 
comes down. With that in mind I have used a lot 
of antibiotics, and have looked for foci of in- 
fection and eradicated some, with apparently no 
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change in the course of the disease. She has had 
the disease for 20 years, and I doubt that it could 
have been caused by a dental infection present 
for 20 years. 

Dr. EuGene F. Traus: The problem is one of 
a toxic eruption of some type, which seems to 
have struck the vascular system. There is another 
type of lesion, a nodular ulcerative process that 
is acutely painful and that seems to be an ac- 
companiment of some of these cases. They get 
an acutely inflammatory invasion of the skin which 
goes on to necrosis, ulceration, and scar forma- 
tion. The process strikes in a way that suggests 
a localized embolism. I have always found it dif- 
ficult to be certain a drug eruption has been ex- 
cluded 100%, and agree with other speakers about 
a focus of infection, but I think it is a toxic 
process and that the patient must have some 
peculiarity of the vascular system. I would skip 
the name, because I don’t know a name that ac- 
curately describes the process. 

Dr. Frank C, ComsBes: My interpretation of 
this case is almost identical with that of Dr. An- 
drews. The diagnosis of Schamberg’s disease was 
made by a process of elimination. In purpura 
annularis telangiectodes there are definite angio- 
matous rings and some atrophy and hyaline de- 
generation of the vessels. Angioma serpiginosum 
is not confined to the extremities and is not as 
widespread. I put considerable emphasis on the 
high sedimentation rate and think it indicates a 
chronic infection, quite likely in the teeth and 
gums. The ulceration about her ankles is unusual 
in either Schamberg’s disease or hypostatic derma- 
titis. These ulcers are small, numerous, and very 
painful. They may represent embolic phenomena. 


Necrobiosis Lipoidica. Adenoma Sebaceum. Sub- 
ungual Fibromatosis. Presented by Dr. FRANK 
C. CoMBEs. , 


A woman aged 49 presents a syndrome of 10 
years’ duration. The family history is of no 
significance. 

About 12 years ago she had a fibrous nodule 
removed from her upper gum margin. About 10 
years ago she developed small nodules under her 
finger- and toenails and over her nose and both 
cheeks, especially in the mesial portions. Be- 
cause of discomfort it was necessary to remove 
some of the nails on her hands and feet, but 
there was a regrowth of the nodules. Three years 
ago the patient bruised her shins. Upon healing, 
well-defined, atrophic, flat, oval, shiny, yellowish 
to violaceous patches remained. These have not 
changed. There were no subjective symptoms. 

At present there are dozens of small, sessile, 
flesh-colored papules on the nose and adjacent skin. 
(Many have been removed.) There are fibromas 
beneath many of the nail plates, with separation 
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Blood Findings 








Phospholipids..--_- 


Icterus index. 


COMMAT TEN thet. ee eee ree er ee 





Normal 
Pi Las 288 mg/100 ce. 180-240 
~-275 200-270 
550-700 
- 6units 8 units or less 
cates 1+ 0-1 + 
whewck 3.1 4 units or less 





and eversion of the latter. On both shins are 
several well-defined, flattened, glistening areas of 
atrophy, varying in size up to 5 by 10 cm., with 
yellowish-brown centers and a tendency to a 
violaceous hue at the borders. 

A cytologic examination of her blood in Novem- 
ber, 1955, was essentially normal except for 9800 
leukocytes per cu. mm. The urine showed 4+ 
albumin. There was no reaction for glucose. 

The patient has been on a low-cholesterol diet, 
lipotrophic supplements, and phytosterols. While 
there has been no change in the subungual fibromas 
and patches on her legs, the blood lipids are now 
of normal vzlues. 

The patient is presented for suggestions as to 
further therapy. 

Discussion 

Dr. GeorceE C. ANnprREws: As this came on 
about 10 years ago when the patient was about 40 
years of age, and estrogens are effective in 
getting rid of xanthoma tuberosum, it would be 
a good idea to give estrogens. 

Dr. Eucene F. Traus: This is the first time I 
have heard these manifestations lumped together. 
I know the Bourneville-Pringle syndrome—sub- 
ungual fibromas, adenoma sebaceum, and tuberose 
sclerosis, but I didn’t know before that necrobiosis 
was supposed to be in that group. In this case 
there is no diabetes at present, though there is al- 
most invariably a familial tendency, and if you 
follow the patients long enough they frequently, 
though not invariably, develop diabetes. I thought 
the patient did have evidence of adenoma sebaceum 
of the white type. The result of therapy is good. 
She covers the eruption well with make-up, so I 
don’t know whether any further therapy should 
be undertaken. However, it might be the type 
of eruption that could be benefited by planing. 


NEW YORK DERMATOLOGICAL SOCIETY 
May 22, 1956 


A Case for Diagnosis (Storage Disease?): 
Glandular Disorder. Presented by Dr. FRANK 
E. Cormrta. 

An undernourished girl, aged 3 years, has al- 
ways been in good general health. The present 
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As far as treatment of the legs is concerned, I 
dont know of anything that helps necrobiosis. The 
disease runs a benign course, is usually painless, 
and while it is slowly progressive, I think treat- 
ment does more harm than good. 

Dr. Cart T. Netson: As Dr. Traub has said, 
this appears to be a case of adenoma sebaceum 
with subungual fibromatosis (Bourneville’s dis- 
ease). This condition may occur with or without 
tuberous sclerosis and may show changes in the 
skin suggestive of cafe-au-lait spots. The lesions 
of the legs in this patient may prove on biopsy not 
to be necrobiosis lipoidica. They may be shagreen 
patches. 

Dr. FrAnK C. Compes: The adenoma sebaceum 
was much worse than it is now. I removed most of 
the lesions with endothermy and considered this 
method preferable to planing. I do not think she 
is hyperthyroid; if anything, she is hypothyroid 
because of the disturbance in her lipid metabolism. 
She has three dermatoses: adenoma sebaceum, 
subungual fibromas, and necrobiosis.lipoidica. The 
first two are frequently observed in the same pa- 
tient. Is it possible that the latter may be part 
of a triad or syndrome? I have never correlated 
adenoma sebaceum with a disturbance in lipid 
metabolism. She did have extremely high total 
lipids, but her cholestrol, esters, and phospholipids 
are now within normal range and ratio. Recently 
I started her on concentrated wheat-germ oil. 
Whether or not it will help her I do not know. 
I wish to thank Dr. Andrews for the suggestion 
of estrogen therapy. I shall give her this too. 





Al ia C italis. Presented by Dr. Grorce M. Lewis. 


Leukedorms Ahentbenayl Ether of Hydroquinone). Pre- 
sented by Dr. Franx C. ComBEs. 


Psoriasis with Bullous Eruption. Presented by Dr. GEorGE 
C. ANDREWS. 


Epidermodysplasia Verruciformis. Presented by Dr. FRANK 
ComBEs. 


A Case for Diagnosis: Colloid Degeneration? Presented by 
Dr. Greorce M. Lewis. 


condition began at the age of 18 months with a 
patch of erythematous papular lesions on the but- 
tocks. Within a few months the eruption spread 
to involve large areas of the body. It has been 
continually present, but has been. intermittent, 
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healing in some areas and appearing in others. At 
the age of 2 years, soft, subcutaneous nodules de- 
veloped on the wrists and ankles. Retardation of 
weight and height increase began at about the 
age of 20 months. There has been little or no 
growth since then. 

The skin is generally dry, irregularly erythem- 
atous, with many pale-red, shiny, flat, papular 
lesions in various places. The eruption is roughly 
symmetrical and tends to be concentrated in small 
and large patches on the distal two-thirds of the 
extremities, buttocks, and cheeks. The liver is 
enlarged 3 cm. Gross general underdevelopment is 
present. 

A complete blood count and urinalysis were 
normal. The erythrocyte sedimentation rate was 
23 mm. in one hour. Serum phosphorus was 5.1 
mg. per 100 cc., alkaline phosphatase 6.9 units, 
thymol turbidity 4 units, zinc turbidity 5.6 units, 
bilirubin 0.31 mg., total protein 7.4 gm. and 
albumin 4.9 gm. per 100 cc. Roentgenograms of 
the chest, spine, and skull were normal. 

Biopsy showed cystic formation in the tumors. 
Biopsy of the skin has not been completed. 


Di . 


Dr. AntHONY C. CipoLtaro: I couldn’t help 
being impressed with the fact that we are dealing 
with-an endocrinopathy, in spite of the fact that 
the pediatricians say she is entirely normal except 
for retardation in weight. She is evidently very 
small, and I don’t know whether she is ever going 
to attain normal height and weight. There are 
two types of cutaneous lesions: a fine eruption all 
over the body, which resembles lichen scrofulo- 
sorum but which is nevoid in nature; and tume- 
factions on the wrist which are probably ganglions. 
I don’t think they are lipomatous. They appear 
to be cystic lesions of the tendon sheaths. I’m sure 
the histologic studies will be most enlightening. 

Dr. Lestre P. Barker: I agree that this pa- 
tient has a glandular dyscrasia, but I cannot fit 
the picture into a clinical syndrome. 

Dr. Joun W. Doucuerty: I think the general 
appearance of the child, with the histiocytosis, 
would lead me to call it reticuloendotheliosis. 

Dr. Cart T. Netson: I agree with Dr. 
Dougherty. I think ‘this patient will ultimately be 
found to have nonlipid reticuloendotheliosis, or 
Letterer-Siwe disease. I don’t see how the en- 
larged liver and spleen can be explained on any 
other basis. 

Dr. Wiipert Sacus: I thought the lesion 
clinically was lichen nitidus, and microscopically 
I think so. However, I am interested in the two 
large lesions on the back of the hands. There is 
a condition which is sometimes congenital, sym- 
metrical tenosynovitis, which is sometimes pro- 
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gressive and can cause trouble in later life. I 
think this belongs to that group as far as the 
tenosynovitis is concerned. I believe the cutaneous 
eruption is lichen nitidus, which is independent. 

Dr. Maurice J. Cosretto: The nearest I can 
come to a diagnosis of the cutaneous lesions, from 
a clinical point of view, is lichen nitidus. 

Dr. Eucene F. Traus: I have never seen 
lichen nitidus that looks remotely like this. I 
would exclude that absolutely, clinically. It is too 
lichenified, and I have never seen it in plaques. 
What the child has got, I don’t know. 

Dr. ANTHONY C. CrpoLLaro: I feel too that it 
is not lichen nitidus. Also, the eruption resembles, 
but is not, lichen scrofulosorum. I have seen these 
papular eruptions in children who have abnormali- 
ties of other organs or systems turn out to be 
Hand-Schiiller-Christian’s disease. This child needs 
to be studied more thoroughly and observed over 
a longer period. 

Dr. FRANK E. Cormia: I agree with Dr. 
Cipollaro. I would be inclined to consider it as a 
reticuloendotheliosis, probably a variant of the 
Letterer-Siwe type. Fat studies have not been 
made. 


Erythroderma. Lymphoblastoma. Leukoderma. 
Presented by Dr. Frank E. CorMia. 


A woman aged 52 is presented from New York 
Hospital and Cornell Medical Center with a 
generalized eruption of 15 months’ duration. An 
erythematous and scaly, pruritic eruption first de- 
veloped over the dorsa of the hands. Sensitivity 
to lanolin and Tide was diagnosed, but the 
eruption did not respond to topical medication, and 
it gradually spread over the body. Pruritus has 
been a feature and has recently become intractable. ” 
Soothing measures, various antihistamines, and 
sedatives were without avail. She was hospitalized 
a month ago for one week, and an investigation 
was made. The leukoderma developed coincidental- 
ly with the dermatitis. 

There is widespread erythroderma. The cervical, 
axillary, and inguinal lymph nodes are enlarged. 
The liver and spleen are not palpable. There is 
depigmentation of the skin on the neck. 

Blood counts showed hemoglobin 14 gm. per 
100 cc.; red blood cells 4,000,000; white blood cells 
10,000 and 14,000, with a differential count of 
lymphocytes 10, monocytes 7, eosinophils 22, 
polymorphonuclear leukocytes 56, and band forms 
5, with one multilobed polymorphonuclear cell. 
The blood urea nitrogen was 5 mg. per 100 cc., 
phosphorus 4 mg. per 100 cc., and alkaline phos- 
phatase 8.3 units. Bilirubin was 0.5 mg. per 100 cc., 
direct 0.1, indirect 0.4. Thymol turbidity was 1 
unit, and cephalin flocculation 1. Roentgenograms 
of the sinuses and abdomen were normal. A 
roentgenogram of the chest revealed extensive 
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changes in the left apex, probably representing old 
fibrocalcific disease with old pleural thickening 
and tracheal and mediastinal retraction. 

Bone marrow examination showed hyperplastic 
marrow with a marked increase in platelets and 
numerous megakaryocytes. The erythroid and 
myeloid series were normal, but there were about 
8% large, dark-staining cells with nucleoli. These 
cells appeared to be either bizarre lymphoblasts or 
early reticulum cells. They are definitely not seen 
in normal marrow. Several were in mitosis. 
Eosinophils and plasma cells were increased to 
4.5%. Diagnosis: Lymphoblastoma, type unde- 
termined. 

Biopsy of a lymph node showed the architecture 
to have been distorted by a decrease in lymphoid 
follicles and an increase in lymphocytes. The 
sinusoids were well preserved and often large, 
and contained many proliferating reticuloendo- 
thetial cells. Lymphoma was not suspected. 

Biopsy of the skin showed the stratum corium 
to be largely denuded; there was parakeratosis, 
irregular, marked acanthosis, and a_ perivascular 
infiltrate with beginning diffuseness.. There was 
a polymorphic infiltration with lymphocytes, histio- 
cytes, plasma cells, and polymorphonuclear leuko- 
cytes with eosinophils. 

Discussion 

Dr. J. Lowry Mirier: The differential diag- 
nosis lies between lymphoblastoma and possibly a 
drug eruption. 

Dr. Georce C. ANprEws: The patient had bone 
marrow changes. I think it is definitely a lympho- 
blastoma. 

Dr. Cart T. Netson: The bone marrow find- 
ings are very difficult to ignore. With the uncon- 
trollable itching, lymphoblastoma is a very good 
possibility, and I would increase the dosage of 
corticosteroids to keep the patient comfortable. 

Dr. Wiipert SAcHs: The enlarged glands with 
itching speak more of a simple thing than of 
lymphoblastoma. Second, there is a neurodermati- 
tic reaction, and I think the microscopic picture 
also suggests that. However, I am worried about 
the bone marrow findings. I think those studies 
should be repeated. 

Dr. Maurice J. Costetto: I think it is lympho- 
blastoma, and the itching, etc., are suggestive of 
Hodgkin’s disease. Why not try nitrogen mustard, 
especially since nothing else has helped? 

Dr. Georce M. Lewis: The skin picture is 
compatible with lymphoblastoma, and the sternal 
marrow findings confirm the diagnosis. I would 
suggest x-rays in fractional doses. 

Dr. ANTHONY C. Crpottaro: I agree essentially 
with Dr. Lewis. I think it is unquestionably a 
lymphoblastoma because of the enlarged glands 
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and bone marrow changes. Nobody knows the 
course these cases will follow. Some linger on 
for years and some suddenly change and become 
rapidly progressive. I see no reason why one 
should not use the remedy proved to be the best 
for the last 30 or 40 years, which is fractional 
doses of x-rays. I have no particular objection 
to the administration of steroids in doses small 
enough to avoid decalcification of bone, uncon- 
trollable diabetes, septicemia, etc., but I am 
against using nitrogen mustard at present for this 
patient. 

Dr. Lestre P. Barker: I don’t think a diag- 
nosis of leukemia has been proved in this patient. 
The 22% blood eosinophilia would point against 
such a diagnosis. Further bone marrow and blood 
studies should be made. 

Dr. GerAtp F, MacHacex: I would not cate- 
gorically rule out leukemia from the report on 
the bone marrow. Certainly, as far as the skin 
is concerned, I don’t think it is any type of 
lymphoblastoma from the histological basis, and 
that I think would militate against using radiation. 
The patient says since she hasn’t scratched her 
lymph nodes have much decreased in size. 

Dr.. JoHN W. DouGHerty (by invitation): If 
you have to increase the dosage of steroids, there 
would be the problem of the pulmonary fibrosis. 
You might thave to give isoniazid also. 

Dr. Frank E. Cormia: As the history indi- 
cated, the case was first treated as one of contact 
dermatitis. The patient received six fractional 
doses of x-rays without benefit while the eruption 
was limited to the forearms. I will agree that 
chronic leukemias react best to x-rays or radio- 
active phosphorus. I don’t think nitrogen mustard 
is valuable in this type. One can have eosinophilia 
in leukemia and in Hodgkin’s disease. I believe 
the patient has lymphoblastome, type undetermined. 
I would like to emphasize the point made by Dr. 
Dougherty, that giving ACTH is a desperation 
procedure. She probably had tuberculosis at one 
time. She had terrific itching, which could not 
be controlled with antihistaminics and other anti- 
pruritic preparations. She has improved. (Note 
as of June 28, 1956: After seven weeks of 
therapy with ACTH, the skin has become nearly 
clear; itching is minimal, and the abnormal bone 
marrow findings have disappeared.) 


Malignant Melanoma. Presented by Dr. Mav- 


RICE J. COSTELLO. 


A man aged 39 has had a lesion on the left 
buttock overlying the ischial tuberosity. It meas- 
ures about 2 in. in length and % in. in width, is 
dumbbell-shaped, and consists of two infiltrated 
masses, one of which is ulcerated. The inner 
border of the medial element is hyperkeratotic and 
melanotic. The central ulceration showed a live- 
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coal fluorescence under the Wood light. There is 
a suggestion of satellite nodes in the right in- 
guinocrural region. 

A biopsy from the pigmented border showed a 
malignant melanoma composed of cells of various 
sizes, oval, polyhedral, irregular, containing various 
amounts of cytoplasm, which included dark-brown 
pigment granules. The nuclei varied in size, many 
having plump and hypochromatic mitosis. 


Discussion 


Dr. GeorceE C. ANDREWS: Of course it is a 
very serious case. I believe the patient has adenop- 
athy, and the lesion is ulcerated. Also, the geni- 
torectal area has an especially high mortality— 
over 90%. The man has had the lesion for a long 
time, a year and a half or two years, and it prob- 
ably has metastasized widely. However, I think 
he should be given the benefit of surgical removal. 
It should be remembered that sometimes cases of 
melanoma do better than expected. 

Dr. Frank E. Cormia: I agree with Dr. An- 
drews that the lesion and the satellite lymph nodes 
should be removed. 

Dr. Eucene F. Traus: I agree that the loca- 
tion is bad. He ‘has been sitting on the lesion, and 
when they break down and ulcerate they have 
gone pretty far along in metastasis. 

Dr. Wizpert Sacus: If biopsy of a lymph node 
shows metastasis, I think these lesions are 100%. 
I am sure if you took out a piece of skin between 
the original lesion and the satellite lesion, you 
would find a bridge of melanoma cells which is 
not visible clinically. 

Dr. Georce M. Lewis: One of the interesting 
features is the coral fluorescence, which is reputed- 
ly pathognomic of prickle-cell epithelioma. This 
would suggest the possibility of two lesions, mela- 
noma and prickle-cell epithelioma. 

Dr. ANTHONY C: CrpoLtaro: I agree that the 
lesion on the glands on that side should be re- 
moved. 

Dr. Maurice J. Costetto: This fluorescence is 
a sort of burning-ember color. The patient was 
given an ointment, and the color today is not the 
same. We had a patient with similar fluorescence 
in a carcinoma of the tongue engrafted on syphilit- 
ic glossitis. The syphilis was treated with peni- 
cillin, and the fluorescence disappeared. In the 
following week when penicillin was withheld the 
fluorescence returned, so there may be symbiotic 
interaction between bacteria (streptococci) and the 
cancer cells. The patient presented today was 
given an antibiotic ointment to apply, and I think 
the absence of fluorescence was due to that. 
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Bowen’s Disease. 
CosTELLO. 


Presented by Dr. Maurice J. 


A woman aged 64 from the Lenox Hill Hos- 
pital Clinic has had a gradually increasing and 
spreading dermatosis of the right inguinocrural 
and labial regions for the past six years. The 
eruption is made up of large, pseudopod-like pro- 
jections, which produce fleshy, soft, velvety, pink- 
ish-red elevations on the skin in this region. 

Histologic examination showed Bowen’s disease, 
with the bare possibility of extramammary Paget’s 
disease. 


Suggestions for treatment will be appreciated. 


Discussion 


Dr. Sam C. ATKINSON (by invitation): Desic- 
cation might be employed. 

Dr. AntHOoNY C. Crpottaro: I have a patient 
who had a biopsy which showed extramammary 
Paget’s disease in the same location and in similar 
form. The patient was seen by Dr. Lewis and 
other dermatologists, and all thought it was a patch 
of neurodermatitis. She had terrific pruritus. I 
injected Novocain for biopsy, and she said she 
slept that night for the first time in a long while, 
so I have been treating her with injections of 
Novocain for a year, and the patch has disap- 
peared. I see her now on the average of about 
once a month, and she seems to be free of what 
histologically was a serious lesion. 

Dr. Leste P. BARKER: I would not advise a 
vulvectomy on what the biopsy shows at this time. 
I would suggest local medication and even super- 
ficial radiation to relieve the pruritus. Then an- 
other biopsy would be indicated. 

Dr. GerALD F. MacHacexK: She has changes in 
the cells which would suggest Paget’s disease; I 
examined the slide before I saw the patient, and 
looked for smooth muscle bundles, but found 
none. The existence of extramammary Paget’s 
disease has been disputed, but of course there are 
apocrine glands on the vulva. The slide has the 
characteristics of a neoplasm, and the problem 
must be approached from that standpoint. 

Dr. Peter V. Bisconti (by invitation): There 
is definite infiltration to the posterior plaque which 
makes me think of neoplasm. I would want an- 
other biopsy. 

Dr. George C. ANprews: Dr. Machacek, did 
you think it was extramammary Paget’s disease : 

Dr. Geratp F. MacHacek: The cells did sug- 
gest it, but I would hate to make that diagnosis 
unless I saw changes in the apocrine glands. 

Dr. Georce C. Anprews: I think the lesion 
should be excised by a surgeon, because in Bowen’s 
disease in that location you can get epidermoid 
cancer and invasion with metastases, and certainly 
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in Paget’s disease you run into that possibility. 
It is a different process on the mucocutaneous 
junction than on the skin proper, so it should be 
treated by wide and deep excision. Otherwise, I 
think the woman’s life is in jeopardy. 

Dr. Frank E. Cormta: I think she should have 
another biopsy. It is certainly a potential danger- 
ous situation. It will be very difficult to get rid 
of, whatever method is used. I thought of x-ray 
therapy, but large doses would be required, with 
inevitable radiation sequelae. I don’t think that 
is a good treatment. Excision would have to be 
extensive. 

Dr. Wizsert Sacus: [I still don’t believe in 
extramammary Paget’s disease. I think this is 
Bowen’s disease. I certainly would not give this 
patient any irradiation. In my opinion, the slide 
shows all the characteristics of Bowen’s disease. 
I wouldn’t worry about the depth of excision, but 
would about the periphery. The lesion may go 
much farther than it appears. It should be re- 
moved because it will not be long before it be- 
comes anaplastic epithelioma. Now it is not. 

Dr. Maurice J. Costetto: This slide has been 
seen by five dermatopathologists; one suggested 
extramammary Paget’s disease, and four thought 
it was Bowen’s disease. I have seen about six such 
cases recently. I think the diagnosis is often missed 
because of the superficial nature of the lesions, the 
pruritus, and the color, which approximates that 
of normal skin. Since they are prone to become 
prickle-cell carcinoma, I shall have the lesion 
excised. 


Wegener’s Granulomatosis -with Cutaneous In- 
volvement. Presented by Dr. Geratp F. 
MACHACEK. 


A woman aged 46 is presented from the Vander- 
bilt Clinic of the Presbyterian Hospital, with a 
pustular and hemorrhagic eruption of the palms 
and nodules of the elbows, of two and five months’ 
duration, respectively. 

The patient was in good health until March, 
1955, when she suffered recurrent episodes of 
nasal obstruction and discharge, frequent epistaxis, 
persistent frontal headache, progressive loss of 
hearing, and lassitude. A roentgenogram of the 
chest taken one year previously was negative. She 
had had typhoid fever during World War II, and 
a mastoidectomy 25 years ago. In August, 1955, 
she was admitted to Presbyterian Hospital because 
of persistent fever and an increase in the severity 
of her symptoms. She was suffering from pan- 
sinusitis and had four nodular densities in her 
lungs. On admission she had no cutaneous mani- 
festations. The blood urea nitrogen was 12 mg. 
per 100 cc., the erythrocyte sedimentation rate 
71 mm. in one hour, and the hemoglobin 12 gm.; 
urinalysis was normal. Biopsy from the right 
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maxillary antrum revealed a necrotizing granu- 
loma consistent with Wegener’s granulomatosis. 

In November, 1955, the patient developed uveitis, 
episcleritis, and iridocyclitis of the left eye. These 
ocular manifestations responded to therapy, but a 
posterior corneal opacity remained. 

The patient developed fever, hoarseness, cough, 
sore throat, marked weakness, and anorexia in 
January of this year, as well as purpuric lesions 
of the palms, soles, thighs, and hard palate. There 
was also edema of the ankles and shortness of 
breath. It was thought she was entering the 
angiitic and renal phases of her disease, and she 
was given an initial dosage of 70 mg. of prednisone 
daily, with prompt lysis of fever and disappearance 
of purpura. Despite the apparent improvement, her 
urea nitrogen rose to 90 mg. per 100 cc. The 
steroid was gradually increased to 500 mg. daily, 
without any change in that level of blood urea 
nitrogen. The prednisone was gradually reduced 
to 5 mg. daily, at which time an erythema ap- 
peared on her face and trunk, only to disappear 
spontaneously within a few days. There was sub- 
jective improvement and decrease of the blood 
urea nitrogen to 56 mg. per 100 cc. 

Before she was discharged, a few small, non- 
tender nodules developed on the elbows, and a 
bluish, painful discoloration of the skin of her 
right index -inger appeared. Early in April, 1956, 
pustular and hemorrhagic lesions developed on the 
palms, and the number of nodular lesions in- 
creased. 

On the palmar aspects of both hands are 
numerous lesions 3 mm. or more in diameter. Some 
are bluish-red; other are waxy and have the 
appearance of tense bullae. They are surrounded 
by erythema, and a few are hemorrhagic. Non- 
tender nodules with an average diameter of about 
0.5 cm. are present. These are red, firm, and 
have a depressed crust which suggests underlying 
necrosis. 

Urinalysis showed 2+ albumin, with numerous 
hyaline and granular casts, a few white blood 
cells, and many red blood cells. Bleeding and 
clotting times were normal. The Kveim test was 
negative. The tuberculin test was positive in a 
dilution of 1:1000. An electrocardiogram was 
normal. Cultures of the urine, blood, and sputum 
were repeatedly negative. Preparations for the 
L. E. cell were negative. The erythrocyte sedi- 
mentation rate was 130 mm. in one hour; hemo- 
globin, 9.9 gm. per 100 cc.; serologic tests for 
syphilis were negative. The serum y-globulin was 
increased, and the thymol turbidity test was 2-+-. 

Biopsy from the maxillary antrum showed the 
normal architecture to be almost completely re- 
placed by diffuse granulomatous formations with 
occasional giant cells, and there was acute and 
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chronic inflammation. The medium-sized vessels 
showed great proliferation, partial occlusion, and 
fibrinoid degeneration. 

Biopsy of skin from the left elbow showed the 
epidermis to be acanthotic and covered by a 
necrotic crust. Local degeneration of the epidermis 
was apparent. The underlying cutis showed mas- 
sive necrosis, which was surrounded by a granu- 
lomatous infiltration, as well as a more acute 
reaction consisting of a few polymorphonuclear 
leukocytes. The vessels appeared to be increased 
in number and had undergone a pronounced thick- 
ening of their walls. Diagnosis: Necrotizing angi- 
itis (Wegener’s granulomatosis). 


Discussion 


Dr. Georce C. ANpreEws: It is a real privilege 
to see this case. I was interested in the lesions 
on the extensor surfaces of the elbows, and on 
the flexor surfaces of the fingers, located in areas 
where we get xanthoma, and the lesions on the 
fingers which were linear. The cutaneous lesions 
in Wegener’s granulomatosis are supposed to 
resemble those seen in periarteritis nodosa, and 
some of the lesions on the tips of the elbows 
seemed papulonecrotic in type. 

Dr. Eucene F. Traus: I am also grateful to 
have seen this case. I haven’t encountered the 
syndrome before, to my knowledge. Was the 
presenter able to make the diagnosis from the skin 
lesions? 

Dr. GERALD F. MAcHACEK: I would make a 
diagnosis of necrotizing angiitis histologically. 
For the diagnosis of Wegener’s granulomatosis 
you must have combined involvement of the lungs, 
kidneys, and perhaps other Viscera. There is 
usually sinusitis, with destructive changes to the 
point that might produce a saddle-nose. Ultimately 
a necrotizing glomerulonephritis develops. 

Dr. Cart T. NELson: Many believe that Wege- 
ner’s granulomatosis is a form of periarteritis 
nodosa, and, as in that disease, one may see a 
wide variety of cutaneous manifestations. 

Dr. Maurice J. Costetto: In this case I sup- 
pose the diagnosis has been established, but has 
histoplasmosis been considered? 

Dr. GeraLp F. Macnacexs: A characteristic of 
the disease is that no evidence is found of histo- 
plasmosis, pumonary tuberculosis, tularemia, or 
any other possible condition. In this case there 
are three nodules in the lung which are round 
and may even simulate metastases. The prognosis 
in Wegener’s granulomatosis is poor; the average 
survival is six months. Some patients have sur- 
vived a good deal longer, say a couple of years, 
and some die within weeks. 
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Kaposi's Sarcoma with Radiodermatitis and 
’ Necrosis. Presented by Dr. Frank E. Cormia. 


A 55-year-old Italian-American butcher was 
well until four years ago. He then noted an 
eruption on the right forearm, and new lesions 
have developed gradually to date. The patient 
was first treated by a radiologist four years ago 
for a lesion on the extensor surface of the right 
forearm, and received six treatments. There have 
been no exposures to x-rays since. 

The patient is said to have had a heart attack 
one year ago. 

Nodules are present in various areas of in- 
volvement. There is atrophy and necrosis on the 
extensor surface of the right forearm. 


Biopsy has not yet been performed. 


Discussion 


Dr. J. Lowry Mitrer: I agree with the diag- 
nosis of Kaposi’s sarcoma. 

Dr. Georce M. Lewis: In spite of the radio- 
dermatitis, x-rays must be considered in further 
treatment. 

Dr. Frank E. Cormia: The man had a heart 
attack. He may have had Kaposi’s involvement of 
the heart. 


Infected Sebaceous Cyst at Site of Hairy 
Nevus. Presented by Dr. ANtHoNny C. CrroL- 
LARO. 


A boy aged 16 noted about three years ago a 
pinhead-sized “pimple” on the nose, with several 
protruding hairs. The lesion persisted and in- 
creased in size, until it was treated by a local 
physician with ointments and manual expression 
of “pus,” after which it subsided but did not 
disappear. The lesion recurred at the same site, 
and a smaller one appeared below it. 

When he was first seen at the New York Poly- 
clinic Hospital a week ago, sebaceous material 
could be seen in the orifices of the lesions, each 
of which contained a cluster of hairs. This 
sebaceous material was expressed. 

The nose presents several hairs, and the area 
from which they emerge is ulcerated. The 
borders of the ulcer are not pearly, but there is 
some infiltration. 


Discussion 
Dr. Lestre P. Barxer: I believe this lesion is 


a dermoid cyst. 

Dr. Jonn W. Doucuerty: I agree that it is 
a dermoid cyst. 

Dr. Wivsert Sacus: I think an opaque sub- 
stance should be injected to determine the extent 
of the lesion. 
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Dr. Maurice J. CosteLto: The lesion would 
be best removed by a nose and throat surgeon. 
These inclusion cysts mushroom beneath the sur- 
face, and one may find 40 or 50 lanugo hairs in a 
tuft projecting from the lesion. They are fre- 
quently mistaken for sebaceous cysts, or basal 
or prickle-cell carcinomas. 


Recurrent Bowen’s Disease. Squamous-Cell 
Epithelioma. Arsenical Keratoses. Presented 
by Dr. Lestre P. BARKER. 


A Mexican man aged 59 is presented from St. 
Luke’s Hospital. An erythematous, oozing lesion 
developed on the left index finger in 1938. This 
was self-treated, and later treated at the New York 
Skin and Cancer Unit, without improvement. In 
1940 a similar lesion appeared on the right upper 
aspect of the chest, and many different treatments 
were given without success. 

From 1945 to 1948 new lesions appeared on the 
right upper arm, back, right knee, left wrist, and 
posterior and lateral aspects of both knees. These 
lesions were all of the same appearance but were 
more oozing, soon developed granulation tissue, 
and were generally well circumscribed. Two hos- 
pital admissions, and treatment by a private phy- 
sician with ointments, ultraviolet and infrared 
therapy were without effect. He had received 
some arsenic pills in 1952 for a short time. There 
is no known history or iodide or bromide ingestion. 

The patient was first admitted to St. Luke’s 
Hospital in 1953. Biopsy of a lesion on the right 
ankle was reported as epidermoid squamous-cell 
carcinoma, Grade III. This was excised, and a 
split-thickness graft applied. Biopsy of a right 
inguinal node revealed metastatic epidermoid car- 
cinoma, Grade II, and an inguinal node dissec- 
tion was performed. Prophylactic transabdominal 
exploration with removal of the iliac chain and 
lower aortic nodes was also done at that time. 
A large keloid formed in the right inguinal scar 
and was excised. The patient subsequently had 
numerous excisions of lesions, all of which, ex- 
cept that from the right ankle, showed Bowen’s 
disease. 

After discharge the patient developed new lesions 
on the right and left flanks and left ankle. These 
were excised and grafted. On the left forearm a 
painful, hypertrophied scar developed. This was 
excised and closed primarily in May, 1954. 


On the patient’s third hospital admission multiple 
lesions of the hands, arm, and ankle were excised. 
After his discharge there was persistent ulceration 
of the tip of the left index finger and left. heel. 
On the fourth admission the distal phalanx of 
the left index finger was amputated, and excision 
of two Bowen’s tumors of the left hand and 
wrist was performed. Since the last admission 


618 


A. M. A. ARCHIVES OF DERMATOLOGY 


numerous small lesions have been excised in the 
outpatient department. 

There are numerous small, superficial, keratotic 
lesions on the trunk, anterior and posterior aspects 
of the back and chest, and arms. Numerous scars 
of donor sites are seen on both thighs, and there 
is a large, right inguinal scar. There are many 
small keratoses on the trunk, and several on the 
palms. 

A complete blood count, urinalysis, and sero- 
logic tests for syphilis were unremarkable. A 
roentgenogram of the chest was normal. 

Biopsies of lesions from the left arm, right 
side of the chest, and right leg showed that all 
five specimens were altered by the same patho- 
logical process. The surface of each was covered 
with a thick layer of keratin intermingled with 
parakeratotic material. In a few places masses of 
necrotic polymorphonuclear leukocytes were pre- 
sent. In place of the normal arrangement of 
basal- and prickle-cell layers, there was a dis- 
orderly proliferation of cells somewhat larger than 
basal cells but having no spinous processes, and, 
in most areas, no prickle cells: were found, the 
granular cells resting directly on the abnormal 
cells. The proliferating cells had hyperchromatic 
nuclei, were frequently in mitosis, and were oc- 
casionally clumped to form multinucleated cells. 
The rete»pegs were long and wide and often 
anastomosed. There was no evidence of invasion 
of the corium. Focal lymphocytes and plasma 
cells were present in the corium and subcutis. The 
epidermal change was not uniform; small areas of 
normal epithelium were seen between involved 
areas and at the margins of the specimens. Diagno- 
sis: Bowen’s disease. 


Discussion 


Dr. Frank E. Cormia: He apparently has 
Bowen’s disease in the scar as well. 

Dr. Eucene F. Traus: I think the man had 
superficial basal-cell epitheliomatosis, unless the 
biopsies are conclusive. Regardless of the diag- 
nosis, I don’t think the results of surgery war- 
rant continuation of that therapy. 

Dr. Cart T. Newson: I, too, was unimpressed 
with the results of surgery in this case. 

Dr. Maurice J. Costetto: I think several types 
of neoplasms are represented here—basal-cell epi- 
thelioma, squamous-cell epithelioma, and Bowen's 
disease, which may be found in arsenical epi- 
theliamatosis. I am wondering about the result of 
BAL in such cases. I removed 30 epitheliomas 
from a patient who had received arsenic in the 
form of Fowler’s solution. After receiving a 
course of BAL the patient did not develop a single 
additional lesion. 
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Dr. Greorce M. Lewis: A _ radiograph and 
another biopsy are indicated. Prickle-cell epi- 
thelioma should be carefully investigated. 


A Case for Diagnosis: Angioblastoma? Endo- 
thelioma? Follow-up note on case presented 
at meeting of New York Dermatological So- 
ciety on Jan. 24, 1956 by Dr. Eucene F. Traus 
(A. M. A. Arco. Dermat. 74: 694, 1956). 


Dr. Eucene F. Traus: The patient, a girl 
aged 5 years, had a wide plastic surgical excision. 
This was the case in which Dr. Purdy Stout had 
made a diagnosis of xanthofibroma, a_ benign 
lesion. However, he suggested a rather wide 
excision. Dr. Wilbert Sachs and Dr. Perry Sachs 
both looked upon it as an angioendothelioma, and 
several others. considered it a fibrosarcoma. The 
lip was completely excised, and the lesion was 
found to extend into the cheek. The surgeon made 
a simple closure, with no attempt at a plastic 
repair at this time. He will wait from nine 
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Chancre Redux. Presented by Dr. Herpert A. 
LuscoMBE and (by invitation) Dr. Leopotpo F. 
MOonrTEZz. 


A Negro man aged 41, presented an oval, 
erythematous, eroded, indurated lesion involving 
the border of the prepuce, and several slightly 
eroded papules in the scrotum. The inguinal lymph 
nodes were slightly painful and apparently not 
enlarged. 

The patient had gonorrhea in 1940. In June, 
1943, he was seen at the Pennsylvania Hospital 
with a papular syphiloderm of the palms and a 
reactive serologic test for syphilis. He was treated 
on June 2, June 9, and June 16, 1943, with 
Mapharsen and bismuth. Three months ago he 
developed a penile lesion, followed one month later 
by several small lesions in the scrotum. When 
he came to the Skin Clinic at the Pennsylvania 
Hospital the lesions were eroded and indurated, 
especially the one on the prepuce, which showed a 
surface covered with serum and blood, There 
were tenderness and pain only on palpation. The 
inguinal lymph nodes were slightly enlarged and 
painful. 

Dark-field examination was negative (several 
specimens were taken on April 26, 1956). Routine 
laboratory examinations were within normal limits. 
The Kolmer complement fixation test was reactive. 
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months to a year to be sure there is no recurrence. 
When the specimen was sectioned, all the pathol- 
ogists tried to pin a name on it. The _ best 
apparently is angiosarcoma of a rather malignant 
grade. It is definitely not a benign lesion, but is 
malignant and fits into the group of angioen- 
dotheliomas. 

Dr. Lestie P. Barker: This patient has Bowen- 
oid lesions, basal-and squamous-cell epitheliomas, 
and arsenical keratoses. In the few cases of this 
type in which I have used BAL it did not prevent 
the occurrence of epitheliomas. 

Prurigo Aestivale. Albini 

CorMIA, 

Urticaria Pigmentosa. Presented by Dr. Franx E. Cormia. 


Presented by Dr. Frank E. 





Epidermolysis Bullosa. Hyperhidrosis. Eversion of Feet. 
Presented by Dr. ANTHONY C, CIPOLLARO. 


Stomatitis with Leukoplakia. 
Dr. Lestiz P. BARKER. 


Presented by Dr. 


Seleroderma. Presented by 


Urticaria Pigmentosa. AntTHony C. 


CIPOLLARO. 


A Case for Diagnosis (Bacterid? Pyoderma?) Presented by 
Dr. Frank E, CorMia. 


The VDRL slide flocculation test was reactive, 
the VDRL quantitative test, 250 dilutions (two 
determinations), on April 27, 1956. 

The report on the biopsy specimen on May 9, 
1956, was as follows: “Multiple sections of this 
material were composed of granulation tissue 
which was heavily infiltrated with chronic inflam- 
matory cells, chiefly plasma cells. This is a non- 
specific type of granulation tissue (A. R. Crane). 
Diagnosis: Granulation tissue with chronic in- 
flammation.” 

The patient has been treated with 600,000 units 
of penicillin daily. Therapy was started on May 7, 
1956, and the patient had received 6,000,000 units 
up to the date of presentation. The large lesion 
on the prepuce had become smaller, less infiltrated, 
and less painful. The small lesions on the scrotum 
showed a definite tendency to heal. 


Discussion 


Dr. JosepH V. Kiauper: Syphilis is becoming 
so rare that I have almost forgotten what is a 
chancre redux. Butterworth and I reported on 
chancre redux in 1934 (Am. J. Syph. 18:433, 
1934). Chancre redux is the occurrence of indura- 
tion at the site of the original chancre.’ There is 
some question whether it is not really a gumma. 
This man is not certain of where the original 
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If that is the case, I would challenge 
I presume that 


lesion was. 
the diagnosis of chancre redux. 
diagnosis was made because the dark-field ex- 
amination was negative. 


Neerobiosis Lipoidica(?). Presented by Dr. A. G, Pratt. 


Livedo Reticularis with Summer Ulcerations. Presented by 

Dr. Ropert APPLESTEIN, Trenton, 
pie howin-vwg Light Eruption versus Lupus Erythematosus. 
for and D of 
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Morphea. (Localized Scleroderma). Presented by Dr. 
Josrru K. Corson. 

Folliculitis? Lichen Planopilaris? S 
Presented by Dr. HerMan BEERMAN and “(by invitation) 
Dr. Leoprotpo F. Montes. 

Von Recklinghausen’s Disease. Presented by Dr. Meyer L. 
NIEDELMAN and (by invitation) Dr. S. A. Doret. 

Epidermolysis Bullosa. Presented by Dr. Henry B. DECKER 
and Dr. H. A. ee 

Lymphatic Leukemia with Infiltration Resembling 
Psoriasis. Presented by 4573 Josrrn K. Corson. 

Anetoderma (Jad h A iated with Lupus Erythe- 

Presented by Dr. Hersert A. Luscomse. 


Multiplex ? 




















Relationship "of Ind ial Envir 
Presented by Dr. Carro.i F, Burcoon. 
Congenital Preauricular Sinus Giving Rise to Granuloma 
Pyogenicum at Lower End. Presented by Dr. Lovis 
JAFFE and (by invitation) Dr. Atice E. SHEPPARD. 


to the Erupti 
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Darier’s Disease or Lichen Spinulosis. Presented by Dr. 
Henry B. Decker and Dr. Harotp L. Corzurn. 

Kaposi’s Sarcoma. Presented by Dr. Hersert A. Lwvs- 
COMBE and (by invitation) Dr. Leopotpo F. Monres. 
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Abstracts from Current Literature 


An EVALUATION OF THE RELATIVE CARCINOGENICITY OF Two Types oF CuTTING OIL. 
J. P. W. Gitman and S. P. VesseLinovitcu, A. M.A. Arch. Indust. Health 14:341-345 
(Oct.) 1956. 

Cutting oils used in industry are either in the form of a “straight oil” blend or in the 
form of an oil-in-water emulsion, so-called “soluble oil.” 
Mouse experiments conducted with both oils showed them to be carcinogenic for two strains 
of mice in a statistically significant percentage. 
Statistics of the experiments evaluated by two different methods showed varying results 
as to the relative carcinogenicity of these cutting oils, but both were held to be carcinogenic. 
Bairstow, Waukegan, III. 


Brain Asscess Due to HorMoDENDRUM Species. Henry C. McGrit Jr. and JoHN W. 
Brueck, A. M.A. Arch. Path. 62 :303-311 (Oct.) 1956. 
The third case in the literature of an isolated brain abscess due to this fungus is reported. 
The clinical picture was consistent with that of any space-occupying lesion in the brain. 
Bairstow, Waukegan, IIl. 


THE GENERALIZED SHWARTZMAN PHENOMENON IN Rats. JOHN A. GRONVALL and Joet G. 
Brunson, A. M.A. Arch. Path. 62 :324-334 (Oct.) 1956. 


This phenomenon, heretofore not reported as being produced consistently in rats, was pro- 
duced in a high percentage of cases by the intraperitoneal administration of Gram-negative 
bacterial endotoxin in conjunction with the high molecular weight acidic polymer sodium 
polyanetholsulfonate (Liquoid). 

The pathologic features were similar to those seen in rabbits, but developed much more 
slowly. . 
The reaction was modified in animals protected by heparin, which acted to prevent the 
fibrinoid deposition in the kidneys. 

Bairstow, Waukegan, III. 


THE INTERFERENCE OF NONIONIC EMULSIFIERS WITH PRESERVATIVES. II. M. G. DE MAUARRE 
and Harotp E. Barrey, J. Soc. Cosmetic Chemists 7 :427-433 (Sept.) 1956. 


Nonionic emulsifiers (Spans, Tweens, etc.) were found to interfere with the suppression of 
growth with seven common contaminant fungi by food preservatives—benzoic acid, sorbic 
acid, methyl p-hydroxybenzoate. Salicylic acid has previously been shown to form complexes 
with Tween 20 and carbowaxes. 

The dermatologic implication is that the use of ointments containing these surfactants will 
interfere with the efficacy of salicylic and benzoic acid in their use against fungus disease. 

Bairstow, Waukegan, III. 


MoperN CoNCEPT AND TREATMENT OF DANDRUFF AND SEBORRHEIC ERUPTIONS. JOSEPH V. 
KLaupeErR, J. Soc. Cosmetic Chemists 7 :443-459 (Sept.) 1956. 


Lucidly written, and with a good bibliography, this article provides a good up-to-date re- 
view of the subject. 
Bairstow, Waukegan, III. 


SELENIUM SULFIDE AS AN ANTIDANDRUFF AGENT. Epwarp J. Matson, J. Soc. Cosmetic 
Chemists. 1 :459-466 (Sept.) 1956. 


A review of the literature pertaining to Selsun and some speculations on its action are 
presented. Studies under the author’s direction indicated that selenium sulfide shampoo has 
some inhibitory effect on Candida albicans, Trichophyton mentagrophytes, and T. tonsurans. 
No reference is made to the recent report of alopecia following the use of selenium sulfide 
in the section on toxicity. 

Bairstow, Waukegan, IIl. 
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CHOLINESTERASE LEVELS IN THE SKIN IN CHOLINOGENIC URTICARIA AND Pruritus. I. A. 
Maenus and R. H. S. THompson, Brit. J. Dermat. 68 :283-289 (Sept.) 1956. 
The level of pseudocholinesterase in the skin was found to be low in cases of cholinogenic 


urticaria and pruritus. 
Hurr, Evanston, Ill. 


LOCALIZATION OF NONSPECIFIC CHOLINESTERASE IN MEISSNER’S CORPUSCLES IN HUMAN SKIN. 
Harry J. Hurtey Jr, and Herserr Mescon, Brit. J. Dermat. 68:290-293 (Sept.) 1956. 
The localization of nonspecific cholinesterase in the tactile corpuscles of Meissner in human 


volar skin is described. 
Hurr, Evanston, Iil. 


RapiosopruM CLEARANCE AND HISTAMINE RESPONSE IN HUMAN SKIN. M. A. BUCHANAN, 
and E, A. Farrsurn, Brit. J. Dermat. 68:294-297 (Sept.) 1956. 
This study supports the concept that functional capillary surface area is of primary 


importance in determining the radiosodium clearance rate. 
Hurr, Evanston, Il. 


THE VALUE oF X-Ray TREATMENT IN EczEMA. J. H. Twiston Davies, Brit. J. Dermat. 
68 :298-302 (Sept.) 1956. 

After about 50,000 unimpressive results following x-ray therapy of eczema and a sym- 
metrical paired comparison study in 88 patients to support his impression that x-ray therapy 
is of limited value, the author suggests that the following factors may be more important: 
(1) anticipation of receiving a dose of x-ray; (2) just the visit to the big city; (3) lapse 
of time; (4) some imponderable healing influence that we may ourselves be fortunate to 
radiate. ; 

Hurr, Evanston, Il. 
Locatizep Cutaneous Histoptasmosis. W. St. C. SymMers. M. J. 2:790-792 (Oct. 6) 1956. 
’ Two cases of solitary localized, histoplasmic granuloma of the skin are reported. One 
lesion was clinically indistinguishable from a rodent ulcer; the other resembled erythema an- 
nulare centrifugum. 

Hurr, Evanston, III. 


DIAGNOSIS AND TREATMENT OF Sarcorposis. D. GERAINT JAMES, Brit. M. J. 2:900-904 (Oct. 
20) 1956. 

A good review of the various clinical, radiological, and histological features of this disease. 
Corticosteroids were beneficial in treatment of the early stages but not in the chronic fibrotic 
stage. 

Hurr, Evanston, IIl. 


EryTHEMA NoposuM AS A MANIFESTATION OF Sarcorposis. D. Geraint JAMES; A. D. 
THOMSON and A. Witcox, Lancet 2:218-221 (Aug. 4) 1956. 

In 27 patients with erythema nodosum, sarcoid tissue was found in the biopsies of Kveim 
tests (19), skin (5), lymph nodes (4), liver (4), and directly from the skin lesions of 
erythema nodosum (2). 

Chest x-rays of 24 of these patients showed bilateral hilar lymphadenopathy, which re- 
solved but in 5 cases was followed by transient diffuse pulmonary mottling. 

Articles by Kerley (1942), Forssman (1946), and Lofgren (1946 and 1953) on the rela- 
tionship between erythema nodosum and sarcoidosis are briefly reviewed. 

Horr, Evanston, Iil. 


HEREDITARY HAEMORRHAGIC TELANGIECTASIA, WITH RETINAL AND CONJUNCTIVAL LESIONS. 
Jacop LanpAN; EpitH NELKEN and Ext Davis, Lancet 2:230-231 (Aug. 4) 1956. 
Osler’s disease was found in 11 members of a family, 7 of whom had conjunctival telan- 
giectases, and 2 of whom had varices of retinal veins. 
Hurr, Evanston, III. 
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HEREDITARY PELLAGRA-LIKE SKIN RASH WITH TEMPORARY CEREBELLAR ATAXIA, CONSTANT 
RENAL AMINOACIDURIA, AND OTHER BIzARRE BIOCHEMICAL Features. D. N. Baron; 


C. E. Dent; H. Harris; E. W. Hart, and J. B. Jerson, Lancet 2:421-428 (Sept. 1) 1956. 
A new disease with cutaneous features resembling pellagra or porphyria is described. The 
commonest finding is a tendency to develop rough, reddened skin on exposure to moderate 
sunlight. 
Hurr, Evanston, Ill. 


TUBERCULIN-NEGATIVE ‘TUBERCULOSIS PRESENTING AS Sarcorposis. A. W. Lees, Lancet 2. 
656-658 (Sept. 29) 1956. 


A case is presented with features of sarcoidosis—bilateral hilar adenopathy, miliary 
opacities in the lung fields, repeated negative tuberculin tests, conjunctivitis and photo- 
phobia, good general health, and - histological appearance of sarcoidosis on bronchial 
biopsy—and yet, tubercle bacilli were cultured from respiratory secretions. The author 
agrees with Scadding (1950) that sarcoidosis is a reaction of the reticuloendothelial 
system to- various agents, two known—the tubercle bacillus and beryllium—and one or 
more as yet unidentified. 

Hurr, Evanston, II. 


THe MorpHoLocy oF TREPONEMA PatiipuM. P. J. L. Sequetra, Lancet 2:749 (Oct. 13) 
1956. 


Observations by dark-field microscopy at a magnification of X 1500 show that living 
T. pallidum in early syphilis is a flat wave form and not a spiral. 
Hurr, Evanston, II. 


Lupus VULGARIS TREATED WITH ISONIAZID: PRESENT STATUS OF THE DISEASE. Brian Rus- 
SELL and N. A. THorne, Lancet 2:808-813 (Oct. 20) 1956. 


A review of the results of isoniazid therapy after four years’ experience reveals that 
lesions of lupus vulgaris were clinically cured in 99 of 103 patients, but relapses occurred 
in 11. Nine of the relapsed cases cleared again with various treatments and two are 
improving on a second course of isoniazid. A dose of 300 mg. daily for a period ex- 
tending three months after clinical cure is suggested. One case of tuberculosis verrucosa 
cutis, three cases of scrofuloderma, and two cases of erythema induratum were also 
cured with isoniazid, but no improvement was seen in a case of lupus miliaris dissemina- 
tus faciei. 

Hurr, Evanston, II. 


TELANGIECTASIA IN RAYNAUD'S DISEASE. Davin VEREL, Lancet 2:914-917 (Nov. 3) 1956. 


Telangiectases in Raynaud’s disease consist of dilated capillary loops and venules 
of the subpapillary venous plexus. They differ clinically from spider nevi, Campbell de 
Morgan spots, Rendu-Osler-Weber lesions, and simple telangiectases following over- 
exposure to sun, wind, and x-ray. They also differ from simple telangiectases by their 
normal reaction of contractility to stimulation by touch, epinephrine, and histamine. 

Hurr, Evanston, IIl. 


SYSTEMATIZED AMYLOIDOSIS SECONDARY TO MULTIPLE MYELOMA oF BoNE (KAHLER’s Dis- 
EASE). R. Decos, Ann. Dermat. et Syph. 83:361 (July-Aug.) 1956. 


Systematized amyloidosis of Lubarsch-Pick differs from secondary classic amyloi- 
dosis. Polymorphic musculoarticular and visceral manifestations are associated with a 
mucocutaneous syndrome of which macroglossia is the most outstanding feature. 
Cutaneous findings are observed in 20%; disseminated petechiae and ecchymotic spots 
may suggest a blood dyscrasia. Amyloid deposits produce papules or an infiltrating 
pseudoscleroderma. Face, neck, and palms are selectively involved, with limitation of 
movement. One may also see clear cr hemorrhagic vesicobullae, voluminous nodules, 
diffuse or circumscribed (eyelids) hyperpigmentation, or a red-yellow color in certain 
areas (l'homme orange of Gougerot). Excellent pictures of the tongue are reproduced, and 
there is a good recent bibliography. 

Derzes, New Orleans. 
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Micratory SuBAcuTE Noputar Hypovermitis. X. VILANovA and J. PINoL Acuapé, Ann. 

Dermat. et Syph. 83:369 (July-Aug.) 1956. : 

Report is presented of 11 cases, all in women, ranging in age between 22 and 54 
years. The onset is characteristic: Of the 11 patients, 9 had had tonsillitis or pharyngitis 
1 to 20 days prior to onset of cutaneous symptoms; the remaining 2 patients developed 
tonsillopharyngitis during the course of the disease; Arthralgia was present in 3 per- 
sons. The initial lesion is a subcutaneous nodule chick-pea-to cherry-sized, most com- 
monly on the anterolateral aspect of the legs. It is usually painiess, and fairly firm 
but not really indurated. It is not adherent, and the overlying skin appears healthy. 
It remains stationary a few days, then increases more or less rapidly to a plaque of 
10 to 20 cm. or greater. This plaque is indurated but not uniformly. The border is 
vaguely polycyclic and the overlying skin reddened. It enlarges on one side and at 
the same time decreases on another, with a serpiginous displacement. After a variable 
duration (one week to three months) the plaque slowly disappears without scar forma- 
tion but with a slight hyperpigmentation and transient desquamation. There is universal 
hypodermal capillaritis; infiltrate of fibroblasts and mononuclear cells; alteration of 
collagen with interfascicular edema, fragmentation of fibers, and in some areas fibrinoid 
degeneration. A good differential diagnosis and an extensive bibliography are given. 

Derses, New Orleans. 


Ocata REACTION IN Leprosy. Hervé FLocH AND JEAN ANprE, Ann. Dermat. et Syph. 83: 

405 (July-Aug.) 1956. 

In 1953 Ogata proposed a serologic test which gave specific results, in his hands, in 
the diagnosis of leprosy. In a series of 66 patients the authors were unable to confirm 
Ogata’s findings. 

Derses, New Orleans. 


MopIFICATIONS OF THE METHOD OF KLIGMAN-MESCON-SHARVILL FOR THE DEMONSTRATION OF 
Funer. R. Taciravini, Arch. ital. dermat. sif. 28:60, 1956. 


The method proposed by Kligman and Mescon in 1950, in the author’s experience, 
is the most reliable one. Tagliavini feels that even after the changes suggested by 
Sharvill, there is always a considerable loss of material in the passage through the 
various reagents. This may be important in case mycelia or spores are present in a 
small number. Tagliavini gives the details of the modifications he suggests, dealing 
mainly with the saving of the material under examination by eliminating the washing 
in alcohol and by spreading the material by finger pressure against the cover glass, the 
drying of the material at 37 C, and, when it is well dry, fixation by the flame. 

RoncuHEsE, Providence, R. I. 


DraTHETIC DERMATOSIS AND PARASYMPATHETIC NERVOUS SysTEM. R. ARoN-BRUNETIERE, Ann. 
Dermat. et Syph. 83:485-500 (Sept.-Oct.) 1956. 

On the assumption that the basic difficulty is a more or less permanent hypovagotonia, the 
author administered acetylcholine and geneserine to 39 patients: 16 with Besnier’s prurigo, 
14 with simp'e chronic prurigo of Darier, 7 with senile eczemas, and 2 with senile pruritus. 
Results were good in a high percentage of prurigo in infancy and adulthood, and excellent in 
all cases of prurigo and pruritus in senescence. It was necessary to use large dosages (15-20 
mg. of manganochloride of acetyl choline, parenterally, daily). The author concludes that 
above conditions are merely variants, according to age, of the same syndrome whose allergic 
nature should be reconsidered. 

Derses, New Orleans 


MEsSopERMIC MELANIC GENODYSEMBRYOPLASIA. M. L. Quiroga; D. FoLLMANN, AND P. H. 
Macnin, Ann. Dermat. et Syph. 83:501-512 (Sept.-Oct.) 1956. 

Under this title the authors group two genodysembroplasias: blue nevus (nevus fuscoceruleus 
ophthalmomaxillaris) and Mongolian spot. Histologically the blue nevus presents diagnosic 
characteristics by virtue of the distribution and morphology of its fusiform cells, which 
appear to be of mesodermal origin. The malignant degeneration is extremely rare, and, in the 
majority of published cases, stems from an error in diagnosis. Mongolian spots and nevus of 
ota present a similar histology but can be easily distinguished from blue nevus. Mongolian 
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spots recede and generally disappear after the first few years of life; the nevus of ota 
persists and may even extend. 


Derses, New Orleans. 


QUANTITATIVE STUDIES WITH RADIOACTIVE IsoTOPES ON PERCUTANEOUS ABSORPTION IN 
MAMMALS. H. Kurzim, Arch. klin. u. exper. Dermat. 203 :323-329, 1956. 


Absorption of I-labeled sodium iodide in petrolatum through intact skin of the rat is 
minimal. However, the absorption becomes quite considerable if the ointment layer is covered 
by a rubber sheet. The increase in absorption is the greater the more the epidermis swells 
under the watertight cover. There is swelling not only of the horny layer but of the rete 
as well. Removal of the surface lipid layer with ether further incteases absorption under 
such cover. Extremely rapid and intense absorption is observed through the skin if the 
epidermis is denuded by application of cantharidin plaster. 

RotHMAN, Chicago. 


EXPERIMENTAL STUDIES ON THE EFFECT OF HEPARIN IN Psoriasis. C. EBERHARTINGER AND 
F. Remnnarpt: Arch. klin. u. exper. Dermat. 203 :343-348, 1956. 


Using a nephelometric method, the authors found high lipoprotein values in the serum of 
patients’ with psoriasis. In arteriosclerotic patients with high serum lipoprotein values 
injections of heparin cause immediate, short-lasting diminution of these values. In psoriasis 
this effect of heparin is distinctly more sluggish. The effect is particularly prolonged after 
subcutaneous injections of depot-heparin. In this form, at least theoretically, heparin may be 
therapeutically effective in psoriasis. 

RotTHMAN, Chicago. 


Fat DeEposITION IN GRANULOMAS OF LEPROMATOUS LEPROSY. R. ORTMANN AND G. K. 
STEIGLEDER, Arch. klin. u. exper. Dermat. 203 :349-356, 1956. 


The use of modern histochemical fat-staining methods reveals the presence of phospholipids 
(acid hematein stain) in the marginal cells of lepromatous infiltrates. These compounds do 
not show unsaturation (osmiumtest). Neutral fats and lipids with free acidic groups 
(Nile blue sulfate stain) were not demonstrable. A great number of mitotic figures were 
seen in the neighborhood of blood vessels. 

RotHMAN, Chicago. 


PAPILLOMATOSIS CuTIS CARCINOIDES GoTTRON. W. ADAM; W. NIKOLOMSKI, AND R. WIEHL, 
Arch. klin, exper. Dermat. 203 :357-367, 1956. 


This entity was described in 1932 as a massive tumorous tissue proliferation of the 
lower extremities, clinically resembling squamous-cell carcinoma. Microscopically, there is 
papillomatosis and pseudocarcinomatous proliferation without anaplasia and without break- 
through into the corium. In the reported case the tumors developed on both heels and 
proximal parts of soles. Large doses of vitamin A seemed to have a beneficial effect. 
Serum-vitamin A levels could be raised higher when vitamin E was administered simul- 
taneously. The authors enumerate the reasons for their belief that this is a true entity, 
different from vegetative pyodermas and from highly differentiated spinaliomas. Good 
marco- and microscopic illustrations. 

RotHMAN, Chicago. 


Gitomus Tumors. F. Nop, Arch. klin. u. exper. Dermat. 203 :369-393, 1956. 


Cases with multiple, generalized, and systematized glomus tumors should be differentiated 
as developmental anomalies from the single tumors. The former start early in life and are 
painless. The latter cases are possibly also based on developmental anomalies but in addition 
show hyperplastic (but not neoplastic) proliferation of one or several elements. Masson’s 
classification into epithelioid, angiomatous, and neuromatous forms, according to which 
elements are hyperplastic, is accepted. A characteristic feature is the progressive mucoid- 
hyalin degeneration. The author’s own studies with silver impregnation methods clearly 
indicate that the epithelioid cells have no direct contact with the nerve fibers. Epithelioid 
cells start out topographically and morphologically as pericytes but differentiate into 
specific mesenchymal cells with specific reactions. Beautiful illustrations. 

RotHMAN, Chicago. 
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Strupies oN SOLAR URTICARIA WITH PARTICULAR REFERENCE TO ACTION SPECTRA. A. 
WISKEMANN AND K. Wut_r, Arch. klin. u. exper. Dermat. 203 :394-408, 1956. 

Among the four patients reported, one showed a hitherto unknown type of spectral 
sensitivity. In this case, urticaria was elicited with wave lengths between 3100 and 4500, 
between 4900 and 5200, and between 6000 and 6800 A. The passive transfer test in this 
case was positive. 

RotHMAN, Chicago. 


TUBERCULOUS VASCULITIS APPEARING AS Livepo Racemosa. J. J. HERZBERG AND K. H. 
Scuutz, Houtarzt 7:442-448 (Oct.) 1956. 


Reported are two cases of tuberculous vasculitis which resulted in the clinical picture of 
livedo racemosa. In the first case, the presence of Mycobacterium tuberculosis could be 
demonstrated in material taken from the lesions. In the second case, typical erythema in- 
duratum (Bazin) accompanied the livedo. The close relationship between erythema indura- 
tum and tuberculous livedo racemosa is pointed out. Fine clinical photographs and 
microphotographs illustrate the discussion. 

Butey, Champaign, Ill. 


Stupies CONCERNING THE ETIOLOGY OF THE VARICOSE VEIN SyMPTON-COMPLEX. R. SANTLER, 
Hautarzt 7 :457-460 (Oct.) 1956. 


The venous pressure in the varicosities of the leg is about equal to that in the veins of 
normal persons, regardless of whether the measurements are taken lying down, sitting, or 
standing. Pressure alone, therefore, cannot cause the formation of varicosities, unless 
constitutional or acquired weakness in the vascular wall is present. Differences in pressure, 
however, between normal persons and patients with varicose veins do exist during muscular 
activities such as walking. Also, the circulation time may be markedly increased in patients 
with varicosities. 


La 


Butey, Champaign, II. 


DELAYED REACTIONS OF TUBERCULIN Type. G. MuescHER, Dermatologica 112 :392-405 

(April-June) 1956. 

Mild reactions to tuberculin patch tests consist entirely of mononuclear cells, mainly 
lymphocytes, while severe reactions contain leukocytes also. The epidermis may respond 
with spongiosis and vesiculation. Reactions to intradermal injections of dermatophytins, 
staphylotoxin, and streptotoxin show similar histologic features. In some cases, a different 
type of reaction of leukocytic hemorrhagic character is encountered. 

Pinxus, Monroe, Mich. 


THROMBOCYTES AND SEROLOGIC REACTIONS IN SKIN ALLERGIES DuE TO MEDICAMENTS. 
H. Storck anv R. Horcné, Dermatologica 112:405-418 (April-June) 1956. 
Thrombocytopenic index, platelet agglutination in vitro, and a nephelometric method 

permit identification of the allergen in a high percentage of cases of hypersensitivity to 

drugs. é 

Pinxus, Monroe, Mich. 


ANIMAL EXPERIMENTS ON THE INFLUENCE OF NEUROPLEGIC AGENTS ON EcZzEMATOUS 
Cutaneous Reactions. U. W. ScHNypDER AND H. Storck, Dermatologica 112 :419-425 
(April-June) 1956. 

Eczematous sensitization to dinitrochlorobenzene in guinea pigs could be suppressed by 
concomitant administration of reserpine, while chlorpromazine and a related experimental 
drug had no effect. 

Pinxus, Monroe, Mich. 


LocaL TREATMENT OF SUPERFICIAL CARCINOMAS AND PRECANCEROSES OF THE SKIN WITH 
Cytostatic OINTMENTs. E. FiscHer, Dermatologica 112:426-435 (April-June) 1956. 
Basal-cell epitheliomas and precancerous keratoses of 32 patients were treated with oint- 
ments containing colchicine, Demecolcin, or podophyllin. These ointments are not considered 
reliable as reexamination showed recurrences in 50% of the cases. 
Pinxus, Monroe, Mich. 
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CuTraNeous ALLERGY AND HISTAMINE. T. INDERBITZIN, Dermatologica 112:435-443 (April- 

June) 1956. 

Skin histamine is reduced during immediate cutaneous reactions in the guinea pig. This 
may be followed by a moderate rise in case of the Arthus phenomenon. Delayed reactions 
of eczematous or tuberculin type produce no early changes in histamine content of the skin, 
but are accompanied by a marked increase between 12 and 96 hours after the application 
of the allergen. Leukopenia produced in the animals by means of specific immune sera did 
not affect the clinical or histamine response, but lymphopenia suppressed both. 

Pinxus, Monroe, Mich. 


THE INFLUENCE OF VARIOUS CLEANING SOLUTIONS ON PH, ALKALI RESISTANCE, AND ALKALI 
AND Acip NEUTRALIZATION OF THE SKIN. F. LAuse, Dermatologica 112 :453-467 (April- 
June) 1956. 

Strongly alkaline solutions, especially those containing detergents, lower alkali resistance 
and raise pH for several hours. Mild soaps and plain tap water have a less pronounced effect. 
Water containing sodium chloride, almond bran, or certain medicinal cleaning agents (Sinalca 
soap, Emavon) have a negligible effect. 

P:nxkus, Monroe, Mich. 


EXPERIMENTS ON THE MECHANISMS OF SENSITIZATION. A. SCHNITZER, Dermatologica 112: 
479-491 (April-June) 1956. 
Toxic reactions of the skin and those leading to allergization are caused by mobilization 
of histamine. Another, specific, factor must be active in allergic sensitization. 
Pinxus, Monroe, Mich. 


EXPERIMENTAL PRODUCTION OF NEOPLASTIC EPIDERMAL PROLIFERATION BY MEANS OF SCARI- 
FICATION AND APPLICATION OF ESTROGEN IN A CASE OF MULTIPLE BASAL-CELL EPITHELIO- 
MIAS OF THE TRUNK. F. TENCHIO, Dermatologica 112:492-496 (April-June) 1956. 

Fourteen weeks after scarification of normal skin and application of 3 drops of an 
estrogen, there was histologically confirmed development of superficial basal-cell epithelioma 
measuring 7-8 mm. in diameter. 

Pinxus, Monroe, Mich. 


THIRTY-SEVENTH ANNUAL MEETING OF THE Swiss Society OF DERMATOLOGY AND VENEREOL- 
ocy. (Oct. 29-30, 1955, Zurich). Dematologica 112 :499-576 (April-June) 1956. 
Numerous interesting case reports, many with good illustrations, from the universities in 

Basel, Berne, Geneva, Lausanne, and Zurich, and from other clinics. 

Pinxus, Monroe, Mich. 


CIRCUMSCRIBED SCLERODERMA WITH ATROPHY OF UNDERLYING Sort TISSUES AND BONES. 
U. W. Scunyper, Dermatologica 112 :444-453 (April-June) 1956. 
Two cases, one of scleroderma en coup de sabre, the other of linear scleroderma of the 
right arm, both in children. 
Pinxus, Monroe, Mich. 


EXPERIMENTAL STUDIES ON THE PATHOGENESIS OF ConTACcT EczEMATOUS DeRMATITIS. J. R. 
Frey AND P. WENK, Dermatologica 112:265-305 (April-June) 1956. 


Evidence for the essential role of the regional lymph node in the development of contact 
sensitization was obtained from experiments in guinea pigs. If an island of skin is isolated 
from the animal except for a narrow stem containing blood vessels and nerves, no sensitiza- 
tion of either the island or the skin in general develops when dinitrochlorobenzene is applied 
to the island only. Sensitization does develop if the lymphatics leading to the regional 
lymph node are preserved, but fails to develop if the node itself is removed prior to the 
application of the sensitizer. The skin of the island becomes sensitized after application of 
DNCB to another skin site regardless of the interruption of lymph channels, if only the 
vascular supply is intact. The experiments indicate that the sensitizing substance must reach 
the lymph node in order to become effective and that generalization of sensitivity is carried 
through the blood stream. 

Pinxus, Monroe, Mich. 
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ELASTOMA INTRAPAPILLARE PERFORANS VERRUCIFORME: A CASE RESEMBLING Kyrte’s DISEASE. 

G. MriescHer, Dermatologica 112 :306-315 (April-June) 1956. 

Cases originally described by W. Lutz as keratosis follicularis serpiginosa were shown by 
the author to be due to the formation of intrapapillary masses of elastic fibers with resulting 
necrobiosis and perforation through the epidermis. On the basis of a case that presented 
similar histologic findings under the clinical picture of Kyrle’s hyperkeratosis follicularis et 
parafollicularis in cutem penetrans, the interrelations of these rare dermatoses are discussed. 

Pinxus, Monroe, Mich. 


PREMALIGNANT Frpro-EpItHELIAL Tumors (PiINKus): Report oF Two New Cases. H. 

JAEGER AND J. Detacrétaz, Dermatologica 112:365-370 (April-June) 1956. 

A 76-year-old woman presented multiple firm and smooth-surfaced sessile tumors of 
skin color in the lumbosacral region in addition to numerous seborrheic keratoses and some 
flat (pagetoid) basal-cell epitheliomas. Histologic examination of nine of these tumors and 
of a solitary lobulated lesion from the popliteal fossa of another case revealed the changes 
described by Pinkus and by Degos and Hewitt. A combination of epithelial and connective 
tissue proliferation produces a spongy network from which multiple foci of more aggressive 
basal-cell epithelioma may develop. The picture simulates that of the reticulated variety 
of seborrheic keratosis, but actually represents a basal-cell epithelioma of greatly reduced 
malignancy. 

Pinxus, Monroe, Mich. 


THE Use OF RADIOACTIVE TYROSINE IN THE EXAMINATION OF MELANOoTIC Tumors. H. 
Jarcer; P. Lercu, AND J. DELACRETAz, Dermatologica 112:371-376 (April-June) 1956. 
The authors confirm the results of Fitzpatrick et al. that fixation of radioactive tyrosine 

is greatly increased in malignant melanomas of mice and men. They recommend, however, 

that caution be used in diagnostic conclusions in individual cases. 
Pinxkus, Monroe, Mich. 


Keratosts FoLLicuLaris SERPIGINOSA (Lutz); ELASTOMA,; INTRAPAPILLARE PERFORMS VER- 
RUCIFORME (MIESCHER): CLINICAL AND HistoLocicaL Strupy or A New Case. J. Mar- 
SHALL AND H, I. Lurie, Dermatologica 113:13-25 (July) 1956. 

On the basis of six biopsy specimens from a 13-year-old boy, the authors conclude 
that the primary lesion is rupture of lanugo hair follicles, due perhaps to ingrowing hairs, 
and that the presence of degenerated elastic tissue is not a constant finding. They there- 
fore prefer Lutz’s original designation for this new disease consisting of serpiginous rings 
of hyperkeratotic papules on the side and back of the neck. 

Pinkus, Monroe, Mich. 


THE EFFECT OF THE MODE OF PREPARATION ON THE ACANTHOGENIC POWER OF AN OINTMENT 

Base. R. Brune; E. Buyarp, AND W. JADASSOHN, Dermatologica 113 :35-39 (July) 1956. 

Using the guinea pig as their test object, the authors conclude that the manner of mixing 
the ingredients of a bland ointment base can significantly influence its effect on the skin. 
Pinxus, Monroe, Mich. 


Scasies NorvEGICA AND LYMPHATIC LEUKEMIA, WITH Report OF A HosPITAL EPIDEMIC OF 
AtypicaL Scapies. A. Dostrovsky; F. RAuBITSCHEK, AND F. SAGHER, Dermatologica 
113 :26-34 (July) 1956. 


Twenty-five nurses, physicians, and patients developed pruritic papular lesions from 
contact with the original case. No acari could be found, in spite of thorough search, 
in any of the contacts, but the epidemic ceased after antiscabietic treatment of the first 
patient, a woman who presented a generalized exfoliative dermatitis with - innumerable 
acari in the horny layer. The erythroderma improved, but the patient died of her lymphatic 
leukemia nine months later. 

Pinxus, Monroe, Mich. 
CYCLOHEXEMIDE (ACTIDIONE) AGAR, A STEP FoRwWARD IN THE CULTIVATION OF DeERMA- 

TOPHYTES, F. FEGELER, Dermatologica 113:65-70 (Aug.) 1956. 

The author confirms the results of Lucille K. Georg that this antibiotic substance, derived 
from certain strains of Streptomyces griseus, suppresses the growth of contaminating molds 
and permits the easier isolation of dermatophytes from nails and skin. 

' Pinxus, Monroe, Mich. 
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PsortAsis AND Stress. F. Reiss, Dermatologica 113:71-78 (Aug.) 1956. 

The concept of stress and adaptation is considered applicable to the pathogenesis of 
psoriasis. Good results are reported in 12 of 15 patients treated with chlorpromazine in 
doses of 25-100 mg. t. i. d. 

Pinxus, Monroe, Mich. 


SomME EXTERNAL EtioLocicAL Factors IN PorpHyrRIA CUTANEA TARDA AND DIABETES MEL- 

LITUS, WITH SPECIAL REFERENCE TO SYPHILIS AND ITS TREATMENT. J. BERMAN AND 

T. Breticky, Dermatologica 113:78-87 (Aug.) 1956. 

Because of the presence of chronic alcoholism in 35, treated syphilis in 16, and diabetes 
mellitus in 15 of their 36 patients, the authors conclude that environmental factors, especially 
those causing liver damage, probably play a greater role in etiology than inheritance. They 
report eight cases of a latent form of the disease without cutaneous lesions. 

Pinkus, Monroe, Mich. 


A Cirsom ANEURYSM IN THE SKIN: A Case Report. H. H. BrpersterIn AND M. JESSNER, 

Dermatologica 113:129-141 (Sept.) 1956. 

A lentil-sized brownish red tumor of the face was found to consist of a convoluted 
and branching artery and enormously dilated capillaries. The lesion, which appeared in 
adult life, must be differentiated from true hemangioma. 

Pinxkus, Monroe, Mich. 


TREATMENT OF TROPHIC ULCERS OF THE SOLES OF THE FEET IN LEPROSY WITH CERTAIN 
HyproGENATED Ercot ALKALorps. B. B. GokHALe, Dermatologica 113:143-155 (Sept.) 
1956. 

Intra-arterial injections of a preparation containing three hydrogenated alkaloids of 
ergot (Hydrergine) led to complete healing in 19 cases. There were no recurrences in 
nine cases. 

Pinxus, Monroe, Mich. 


EpIpEMIOLOGY AND THERAPY OF FuNGoUS INFECTION OF THE FEET, K. WIsSEL, Dermatologica 
113 :156-179 (Sept.) 1956. 
The paper reports very detailed cultural and therapeutic studies among 1918 Swiss recruits. 
Of three antimycotics tested, Asterol monohydrochloride was found to be the most effective. 
Pinkus, Monroe, Mich. 


Contact DERMATITIS FROM NEOMYCIN DUE To DERMAL DELAYED (TUBERCULIN-TyYPE) SENSI- 
tivity. S. Epstern, Dermatologica 113:191-201 (Oct.) 1956. 


Ten cases are reported in which patch tests usually were negative, while intradermal tests 
with a 1:1000 solution of neomycin evoked a tuberculin-type response. Clinically, the sensi- 
tivity often manifested itself as an aggravation of the preexisting disease rather than as 
typical contact dermatitis, and was masked if hydrocortisone-containing preparations were 
used. 

Pinxus, Monroe, Mich. 


ERYTHEMA AXILLARUM PERSTANS OF MicrococcaL Oricin. A. CASTELLANI, Dermatologica 

113 :202-206 (Oct.) 1956. 

Four cases of asymptomatic erythematous plaques were observed in the axillae of Ameri- 
can sailors who apparently had contracted the condition in the West Indies or Central 
America. The causative organism seems to be a micrococcus that produces a deep violet- 
purplish nondiffusible pigment on glucose agar and potato. Castellani proposes the name 
of M. violagabriellae for this organism. 

Pinxus, Monroe, Mich. 


HyYPERKERATOSIS PALMO-PLANTARIS WITH PERIODONTOSIS (PAPILLON-LEFEvRE). L. H. JANSEN 
AND G. Dekker, Dermatologica 113:207-219 (Oct.) 1956. 

This type, which is inherited as a recessive, is differentiated from keratoma palmoplantare 
(Unna-Thost) and from Meleda disease. Deciduous and permanent teeth usually are lost 
early through inflammatory changes of the periodontal tissues and caries. Erythema and 
hyperkeratosis spread beyond the palms and soles, but are never so severe and disabling as in 
Meleda disease. 

Pinxus, Monroe, Mich. 
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Hyacuronic Acip In LocAL MyXEDEMA AND IN THE STROMA OF SKIN CANCERS. J. LENGYEL 

AND B, Vértes, Dermatologica 113:219-225 (Oct.) 1956. 

The presence of hyaluronic acid was demonstrated by histochemical means in a case of 
localized myxedema and in the stroma of basal-cell epitheliomas. The stroma of squamous- 
cell carcinomas is almost free of the substance. 

Pinxkus, Monroe, Mich. 


Curonic Lupus ErYTHEMATOSUS OF THE CONJUNCTIVA. X. VILANOVA; C. CARDENAL AND 
J. M. Cappevira, Dermatologica 113 :226-231 (Oct.) 1956. 

Reviewing approximately 30 cases, including 2 personal observations, the authors conclude 
that conjunctival localization of lupus erythematosus may be commoner than generally known. 
Clinical characteristics are purple erythema, edema, sharp margination, and later atrophy. 
Histologically, the lesions differ from those of the oral mucous membrane by the absence of 
orthokeratosis. 

Pinkus, Monroe, Mich. 


THE ProBLEM OF SKIN PROTECTION IN INDUSTRY (COLLOQUIUM DERMATOLOGICUM OF THE 
Swiss Society oF DERMATOLOGY AND VENEREOLOGY, AARAU, Aprit 29, 1956). W. BurcK- 
HARDT AND OTHERS, Dermatologica 113:255-299 (Nov.) 1956. 

There was general agreement that available commercial creams afford some protection, but 
are far from ideal. Some even may cause irritation of the skin. Investigations along various 
lines are reported. 

Pinkus, Monroe, Mich. 


ON THE CHEMICAL NATURE OF THE ECZEMATOGENIC AGENT IN OIL OF TURPENTINE, Part II. 
V. PriritA anv E. Sittanen, Dermatologica 113:1-13 (July) 1956. 

Oxidation products (peroxides?) of A* 3-careneé, which is an important constitutent 
of oil of turpentine and is also present as an impurity in a-pinene, probably are responsible 
for the sensitizing effects of turpentine and its distillation products. 

3 Pinxkus, Monroe, Mich. 


Surveys. W. Lutz et al., Dermatologica 113 :40-62; 88-128; 179-189; 232-254; 316-332 (July- 
Dec.) 1956. : 

A characteristic feature of the international journal of dermatology, Dermatologica, and one 
with which the editor takes special pains, is the publication of from two to four survey 
articles in every issue. These reviews cover the entire field of dermatology and venereology 
in a year’s time. They are written either by W. Lutz himself or by selected dermatologists in 
various parts of the world. The series starts in the January issue with Anatomy of the 
Skin (Pinkus), Physiology and Pharmacology (Kooij), and Congenital Abnormalities (Lutz). 
Other reviews include Tumors (Lutz), Allergy (Bigliardi), Cutaneous Reactions I-IV. 
(Bigliardi, Mali, Lutz, Jansen), Purpura (Bigliardi), Pigment and Adnexa (Lutz), Derma- 
toses Due to Various Ectogenous and Endogenous Causes (Lutz), Acute Infections (Littz), 
Mycoses (Lutz), Tuberculosis (Kroepfli), Leprosy (Sagher), Syphilis (Wortmann), Radiol- 
ogy (Fischer). Several of these reviews are in the English language, all of them are 
serviceable sources of quick reference for anybody interested in some special problem or for 
one who wants a bird’s eye view of recent dermatological publications the world over. 

i Pinxus, Monroe. Mich. 
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Diseases of the Skin. Eleventh Edition. By Richard L. Sutton Jr. A.M., M.D. 
Price, $29.50. Pp. 1600, with 1973 illustrations. The C. V. Mosby Company, 3207 
Washington Blvd., St. Louis 3, 1956. 


Dermatology. By Donald M. Pillsbury, M.A., D.Sc., M.D.; Walter B. Shelley, M.D., 
Ph.D., and Albert M. Kligman, M.D., Ph.D. Price, $20.00. Pp. 1150, with 600 
illustrations. W. B. Saunders Company, 218 W. Washington Sq., Philadelphia 5, 1956. 
Two new textbooks of dermatology have appeared recently which differ greatly in style 
and in their treatment of the subject. 

Dr. Sutton had the task of bringing a former edition up to date, but in so doing the book 
had to be entirely rewritten. There is a splendid bibliography which gives the advanced 
student a fine framework of literature for more detailed information when needed. The book 
is entirely acceptable as an advanced text, particularly for residents in dermatology. I do not 
believe it should be recommended for the undergraduate student except for assigned reading 
or for reference. For the general practitioner it is a valuable encyclopedia, but it is doubtful 
if it would be of great help in diagnosing a difficult problem. 

Despite the size of the book, it bears the distinct mark of the author, and thus responsibility 
is established for the personal convictions expressed, which is laudable. 

Sutton’s text has followed an accepted pattern approved by dermatologists, and it is modern 
because the latest literature has been incorporated. I am certain the book will attain a position 
of very high regard and will be quoted as an authority by those qualified to judge it. As a 
compilation of material it will prove invaluable to dermatologists. 

Pillsbury and his associates have produced a new textbook of dermatology, selecting as 
contributors chiefly their colleagues at the University of Pennsylvania. A new book on 
dermatology must offer a new approach, or an individual and unique method of presenting 
the subject, as the authors actually do when teaching their students. To be a success the 
presentation :nust appeal to the majority of teachers who might adopt the method. Graduate 
students should read and use the book. The general practitioner may find information he 
seeks, but the book is primarily for dermatologists, in my opinion. 

One has the feeling that the views expressed, especially by the senior author, are those 
used in his day-to-day discussions and seminars with his students. Some of the telegraph type 
of conclusions seem to me to have been arrived at in a spirit of finality that might savor of 
prematurity, but no radical departures. from accepted views are noted. 

I believe that the illustrations are in many instances mediocre, and for the present day too 
many syphiloderms ‘are shown for practical differential diagnostic purposes. It is to be hoped 
that in future editions the illustrations will be more critically evaluated. 

Whether the methods described, or the schematic drawings, or the emphasis on the basic 
approach to dermatology by way of the anatomy and physiology of the skin, offers under- 
graduate students a clearer and more concise insight to dermatology is debatable. Nevertheless, 
a departure from the stereotyped textbook of dermatology is welcome. 

There is no need to compare the two books. In both, the authors attempted to say exactly 
what they meant and in a manner that would appeal. There are subjects covered in both in 
which one would wish that more might have been written, and others in which much less 
would have been adequate. 

It is surprising that the loose-leaf style was not adopted for voluminous and comprehensive 
texts such as these, especially by Sutton’s publishers, but there may be technical difficulties that 
I am not aware of. In saying this I have the new French text of Degos in mind. 

Pillsbury and his associates have added to the illustrious Philadelphia tradition, and the 
book will be added to the long line of Duhring, Stelwagon, Hartzell, Stokes, and others. 

Dermatologists should feel greatly indebted to these authors for the arduous task of 
producing these two splendid appraisals of a special field of medicine to which the authors are 
dedicating their lives. It is to be hoped that the reception accorded them will in some measure 
compensate for the many, many hours of hard work necessary to review the voluminous 
literature before deciding upon essentials. Both are authoratative and valuable textbooks. 


Henry E. Micnztson, M.D. 
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Untersuchungen zur Chemotherapie der Hauttuberkulose: Verwertbarkeit kultureller 
und tierexperimenteller Ergebnisse. By Johannes Meyer-Rohn. Price, $2.30. Pp. 
81, with 12 photographs and 43 charts. Georg Thieme Verlag, Stuttgart (American 
Agent—Intercontinental Medical Book Corporation, 381 Fourth Ave., New York 16), 1956. 
This monographic study discusses the investigative procedures used at the Dermatological 
Clinic of the University of Hamburg, Germany, for experimental assays of modern anti- 
tuberculous drugs. The technique of the in vitro experiments, as well as the animal experi- 
ments, is described in detail. The observations made with streptomycin, p-aminosalicylic 
acid, thiosemicarbazone, isonicotinic acid hydrazide, and their derivatives are presented and 
compared. Finally, two years’ clinical experience with thiosemicarbazone and _ isonicotinic 
acid hydrazide in the various forms of cutaneous tuberculosis is evaluated and compared with 
the results obtained in the laboratory. An extensive bibliography completes the little booklet, 
which is well organized and contains an abundance of information for anyone interested in 
the clinical and investigative aspects of antituberculous therapy. 


jJ.A.M.A. Clinical Abstracts of Diagnosis and Treatment. Published with the Ap- 
proval of the Board of Trustees, American Medical Association. Price, $5.50. Pp. 661. 
Intercontinental Medical Book Corporation with Grune & Stratton, Inc., 381 Fourth Ave., 
New York 16, 1956. 

The material in this volume consists of selected abstracts taken from the popular and 
useful “Medical Literature Abstracts” section of The Journal of the American Medical 
Association. The articles deal with either diagnosis or: treatment of all fields of medicine 
and they are chosen with an eye to provide specialized knowledge for the general practitioner 
and to keep the specialist abreast of developments in fields other than his own. The articles 
were obviously selected with care, and the abstracted versions are informative and sufficiently 
detailed to fill the reader’s needs. It is a useful volume to have at hand. 


A Manual of Parasitic Mites. By E. W. Baker; T. M. Evans; D. J. Gould; W. B. 
Hull, and H. L. Keegan. Price, not given. Pp. 166. A Technical Publication of the 
National Pest Control Association, 30 Church St., New York 7, 1956. 

This small manual summarizes current knowledge pertaining to the biology, taxonomy, 
and control of parasitic mites that have medical and economic importance. Each organism 
is listed by species, genus, and family name. It is illustrated by line drawings, described 
fully, and discussed with: respect to life cycle, control, and importance in medicine. There 
are pertinent references in each section and a complete index. 

- Because of the increasing awareness, of late, of the role of mites as vectors and producers 
of disease, this thoroughly readable manual is a welcome and timely source book and contribu- 
tion to the subject. 


Annual Review of Medicine. Edited by David Ryland and William Cregier. Price, 
$7.00. Pp. 600. Annual Reviews, Inc., Stanford, Calif., 1956. 


Dermatology is not accorded the importance of a special section in this book. 
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of the Subcutaneous Fat* 


HENRY E, MICHELSON, M.D., Minneapolis 


have been built around his name. 


contributed so much. 


The more one contemplates disease en- 

tities in dermatology, the more one is im- 
pressed by the tissue selectivity of various 
such diseases. This is well illustrated by the 
involvement of the collagen tissues in lupus 
)) erythematosus. 
{ There are not many entities which have 
their seat of activity in the subcutaneous 
fat. Because of the proximity of the cutis 
it would be expected that inflammation of 
either tissue would involve the other; how- 
ever, this is rarely the case. Very few 
diseases whose chief activity centers in thé 
epidermis and the cutis extend to the hypo- 
derm, and, conversely, diseases which are 
hypodermic only involve the upper tissues 
in a secondary manner. Fat tissue may have 
a limiting capacity. 

If one makes an effort to gain some basic 
knowledge concerning the anatomy, phys- 
iology, and pathology of the subcutaneous 
fat, one soon learns that this particular tis- 


Submitted for publication Sept. 11, 1956. 
*The first Paul O’Leary Memorial Lecture, 
Rochester, Minn., Sept. 8, 1956. 








A Consideration of Some Diseases 


This is a happy but solemn occasion. We are gathered here to perpetuate the memory 
of a lovable man and a great dermatologist. It is praiseworthy that Dr. Brunsting has en- 
rolled Dr. O’Leary’s former students and that they have so generously contributed to a fund 
which will make possible future educational and social reunions. At those times the ac- 
complishments and anecdotes about Dr. O’Leary will be reviewed, and, when time and his 
contemporaries have passed on, those who follow will be exhilarated by the traditions that 


I am very proud to have been chosen to give the first Paul O’Leary Memorial Lecture 
and thank you most sincerely for the honor. I well realize that such a lecture can only be 
) a token of my great respect and a symbol of continued activity in the field to which he 


sue has been much neglected by investigators 
and that the subcutaneous fat is treated only 
briefly iri most texts as a part of the sup- 
porting tissue, in association with the loose 
connective tissue. 

In the German texts, where the hypo- 
dermic fat is mentioned, the name of Flem- 
ming often appears. Surprisingly his studies 
were done between 1870 and 1879. He sup- 
plied the early information concerning 
atrophy of the fat and was responsible for 
the term Wucheratrophie, which is so freely 
used by dermatopathologists. 

The late Prof. Felix Pinkus first in- 
terested me in the anatomy of the sub- 
cutaneous fat and referred me to the work 
of F. Wassermann, which was done about 
1931 in Munich. His studies are most re- 
vealing, and I am taking the liberty of 
quoting him freely. 

The purpose of this lecture is briefly to 
review the embryology, anatomy, and general 
pathology of the subcutaneous fat in order 
to determine whether the information gained 
assists in understanding certain more or less 
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characteristic diseases of the hypoderm 
which, on a superficial survey, appear to 
have fairly well-defined criteria for diagnosis 
but which, when closely and critically 
analyzed, are by no means so individualized. 

Omitting acute inflammations, two dis- 
eases are of particular interest to us: first, 
Weber-Christian panniculitis, and second, 
erythema induratum. The first is briefly 
defined as a nonsuppurative, febrile and re- 
curring panniculitis, while the second con- 
sists of nodes which occur in the hypoderm 
of the lower leg and are of tuberculous 
etiology. 

Since panniculitis is a rare disease and 
does not occur in a particular anatomic lo- 
cation, there are not many similar conditions 
which make a differential diagnosis difficult, 
but erythema induratum, occurring chiefly on 
the lower leg, offers a much more puzzling 
problem. Ever since Bazin recognized the 
entity, doubt as to its etiology has existed. 
Nodular lesions on the lower leg which 
are due to vascular disturbances or inflam- 
mation are morphologically similar, and 
microscopic examination of the excised sub- 
cutaneous tissue often reveals reactions 
which are tuberculoid in nature. This sug- 
gests that inflammations involving the sub- 
cutaneous fat are similar, regardless of 
cause, 

Therefore, it may be concluded that the 
embryonic and anatomic peculiarities of the 
fat impart certain powers of reaction which 
may be based on the specific functions of the 
tissue. Fatty tissue is a specific tissue and 
not a modified connective tissue. It appears 
in human embryos at approximately the 
fourth or fifth month of intrauterine life as 
delicately formed lenticular structures, which 
may be clearly distinguished from their sur- 
roundings because of their loose appearance 
and lack of collagenous fibers. These rudi- 
mentary fat bodies are gradually trans- 
formed by fat deposits into fat lobules. The 
primitive fat organs are made up of two 
parts: a network of cells and, intimately con- 
nected with it, a capillary system derived 
from adjacent vessels. This constitutes a 
legitimate specific tissue also in a physiologic 
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sense, for fat may be stored in this re- 
ticulum, which also has a system of endo- 
thelial ducts. Thus we note that the fatty 
tissue may be rightly designated as a 
reticuloendothelial tissue, and a close kin- 
ship is found to exist with the organs 
for producing blood cells. The bone marrow 
also behaves similarly, early discontinuing 
its blood-producing activity in extrauterine 
life, becoming transformed, exactly like the 
primitive fat organs, into fat deposits. 

It may then be clearly recognized that the 
primitive fat organs and the bone marrow 
have similar reticuloendothelial functions, 
for it has been shown in the embryo that 
red and white cells may be formed in the 
regions of fat deposits. 

When the embryology of the fat lobules is 
traced, it is found that the primitive fat 
organs are not derived from youthful con- 
nective tissue, but that they, along with 
their capillary system and reticulum, are 
added to the connective tissue by a pro- 
liferation of vascular walls, in much the 
same manner as blood vessels form in 
granulation tissue. A proliferation of blood 
vessels must precede the formation of fat 
lobules, and this seems to be an invariable 
rule, wherever or whenever fat is formed. 

Fat accumulation is, therefore, a function 
of the living substance of the reticulum 
cells, and the fat is stored intracellularly. 
The term fat tissue does not apply to the fat 
lobules alone but to the entire structure, i. e., 
the vascular tree and the fat, and in its 
entirety constitutes a reticuloendothelial or- 
gan; hence one should speak of fat organs 
rather than fat tissues. In severe emaciation 
the fat organ does not become converted into 
connective tissue but remains a fat organ, 
i. €., a reticuloendothelial organ, which under 
proper circumstances may regenerate and 
function again. The bone marrow may be- 
have in exactly the same way. Fat organs 
may very easily be induced to relinquish 
their substance in starvation, and conversely 
to store fat again very quickly under re- 
newed feeding. Thus, it should be noted that 
depletion of fat does not constitute atrophy 
of the fat organ, and, as long as the capillary 
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portion is not damaged, secretion of fat may 
be renewed. 

From this brief embryologic and phy- 
siologic review it may readily be seen that 
fat organs possess characteristics and func- 
tions, and that there is a constant inflow 
and outflow of fat dependent upon many 
factors, such as nourishment, endocrine 
factors, nervous system, etc. The body pos- 
sesses many primitive fat organs which or- 
dinarily do not accumulate fat, but which, 
under special circumstances, become active. 
Studies of the blood vessels of the sub- 
cutaneous fat have shown that they belong, 
for the most part, to the vessels of the 
muscles. Remarkably, the largest fat de- 
positis are located above muscles, such as 
the gluteal muscles, which have alternate 
periods of activity. 

Since rapid changes may occur in the fat 
organs, the boundary between physiologic 
and pathologic change is very narrow. In 
the diseases we are to consider the pathologic 
changes will, of course, be the more im- 
portant. 

The subcutaneous adipose tissue played 
an unimportant role as a seat of disease until 
about 1908, when various forms of nodular 
affections, which seemed to be located in the 
hypoderm, were described. Atrophy of fat 
had been studied post mortem largely as it 
occurred in severely emaciated persons, not 
as a result of inflammation. 

The general pathology of the fat organ is 
not well understood. Trauma, infection, and 
foreign-body reactions due to injected ma- 


terial bring about changes that are sur- 


prisingly similar, and the interpretation of 
what is found on histologic examination de- 
pends largely upon the effects of the process 
on the fat itself, since retrograde changes 
bring about a diminution of fat, and various 
types and degrees of atrophy in many com- 
binations. It is very difficult to draw sharp 
lines; in addition to simple atrophy, serous 
atrophic cells are found, as well as many 
types of infiltrating or phagocytizing cells. 
At times there is luxurious, prolific growth 
of the fat cells associated with the atrophy. 


Michelson 


Briefly. stated, Flemming recognized four 
forms of atrophy of adipose tissue: 

I. Simple or Normal Atrophy.—This type oc- 
curs in slow starvation. The adipose cells become 
reduced in size; plasma replaces the fat on shrink- 
age of the drops, but there is no empty space in 
the interior of the cell. 

II. Serous Atrophy—The fat drop vanishes 
but plasma does not disappear. A space develops 
which becomes filled with a clear fluid. There is 
gradual shrinkage. 

III. Wucheratrophie—In this type the atrophy 
is combined with prolific growth. There is marked 
infiltration, and an increase of the nuclei of the 
fat cells. 

IV. Schlussatrophie—This is a final atrophy 
with a more or less complete transition to or re- 
placement by connective tissue. The adipose lobules 
become cords and are microscopically visible as 
strips of cells between the connective tissue. It is 
impossible to determine what type of atrophy 
precedes the final atrophy. 


Schidachi reevaluated Flemming’s work, 
making his study on persons who had died 
of acute and chronic diseases, and decided 
that the state of nutrition or emaciation at 
the time of death played a role; however, in 
the majority of instances he found all forms 
of atrophy were present in different degrees. 
He noted in experiments on rabbits that 
after acute starvation serous atrophy and 
also a luxuriant substitution of the fat cells 
occurs quickly. In gradual starvation simple 
atrophy prevails, and there is a marked 
proliferation of nuclei with the appearance 
of many cells. He thought there was a 
transition from the simpler types of atrophy 
to the prolific type and finally -to the last 
stage of almost complete disappearance of 
the adipose tissue. 

Since these observations were made on 
subjects in various stages of emaciation, it 
is difficult to correlate the information with 
inflammations centered in the hypoderm. 
Schidachi was a dermatologist and did his 
work in an effort to elucidate the pathologic 
changes occurring in erythema induratum. 
In an exhaustive study of a group of pa- 
tients upon whom a diagnosis of erythema 
induratum had been made he decided that 
neither historically, clinically, nor histolog- 
ically was it possible to chart clear-cut cri- 
teria for the diagnosis, and cases which were 
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morphologically unequivocal examples of the 
disease many times showed no trace of 
tuberculous change. He also found that the 
two most commonly cited pathologic changes, 
namely, vasculitis and Wucheratrophie, were 
by no means constant findings and could not 
be classed as characteristic or pathognomonic 
for the condition. 

In Gans and Steigleder’s “Histology of 
Skin Diseases” the section on erythema in- 
duratum adheres largely to the same view. 
From my own observations I am inclined 
to accept the indecisive position of these 
authors, but believe that the differential diag- 
nosis of erythema induratum from other 
torpid nodes of the lower leg must rest upon 
a consideration of all of the findings. 

Another condition in which the sub- 
cutaneous fat is the seat of disease is 
relapsing febrile or nonfebrile nodular pan- 
niculitis. This is a rather rare condition, 
which has been fully covered in a number 
of excellent articles. It is characterized by 
crops of subcutaneous nodules or rather 
large plaques appearing in the abdominal 
wall, back, or legs, often associated with 
fever. The lesions are not exquisitely pain- 
ful, may be reddened, and in rare instances 
the process continues to suppuration. As a 
rule the process subsides after a number of 
weeks, leaving a depressed area. A few 
cases have been reported in which similar 
lesions in the visceral fat were found. The 
disease may and often does recur. In the 
some 100 cases reported in the accumulated 
literature, 14 deaths have been recorded. 
Much work has been done to find an etiologic 
agent and to trace the pathogenesis of the 
disease, but the results have been disap- 
pointing. 

The pathologic findings, which are per- 
tinent to our theme, are not specific, and the 
pathologic descriptions vary considerably 
with each case reported. The condition, or 
disease, is essentially an infiltrating inflam- 
mation which gives rise to necrosis with 
obliteration or atrophy of the adipose tissue 
and ends in fibrosis. Still, this is a disease 
which primarily and almost exclusively af- 
fects the hypodermic adipose tissue. Is the 
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seat of this condition, as in erythema indura- 
tum, a mere happenstance, or does the fat 
itself offer a suitable seat or media for the 
etiologic agent to develop and produce the 
reaction ? 

Beerman exhaustively reviewed the Web- 
er-Christian syndrome, and his conclusions, 
from a careful review of the published cases, 
were that the morphology, the course, and 
the microscopic sections of a case constitute 
a reasonably safe triad upon which to base 
a diagnosis, but he also emphasized the great 
variations encountered in individual cases. 
In his comprehensive discussion of the 
pathology of the syndrome, one recognizes a 
description that fits almost any nonspecific 
inflammation of adipose tissue. 

Civatte, as well as other members of the 
French school, paid considerable attention 
to hypodermic nodular diseases. Civatte 
pointed out that in the Weber-Christian 
syndrome the affection was elective and 
exclusive of the subcutaneous adipose tissue, 
which appears as small centers of necrosis 
of the, fatty tissue, accompanied by an in- 
flammatory infiltrate, and is associated with 
a lipophagic reaction. He noted a partial 
digestion of the fatty cells with a final 
sclerosis. There was a decided variation 
in one nodule from another. Civatte re- 
marked that none of these alterations were 
specific, 

One may speculate concerning the cause 
of this rare affliction. An infection would 
seem the most likely explanation, and the oc- 
casional response to bacteriostatic drugs 
somewhat strengthens this idea. Strangely, 
steroids produced about the same ameliora- 
tion in a few patients. In an attempt to 
place this syndrome in a group of similarly 
behaving syndromes, rheumatic disease and 
periarteritis nodosum come to mind. Rheu- 
matic disease is a broad term and implies 
articular invasion. Certainly panniculitis is 
not an accompaniment of acute articular or 
chronic rheumatoid arthritis. The rheumatic 
diseases are very common while panniculitis 
is rare. Its histology, too, differs a great 
deal from that of the rheumatic group. It 
seems to me to be untenable to group Web- 
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er-Christian panniculitis as a form of rheu- 
matic or pararheumatic disease. 

Against a relationship to periarteritis 
nodosa is the fact that blood-vessel changes 
are not found in this condition, which should 
be conclusive. For the present the disease 
deserves to be viewed as an entity. From 
the point of view of fat tissue pathology, 
however, it poses the great problem of mak- 
ing a specific diagnosis from a section. When 
the seat of an inflammation or a disease is 
in the adipose tissue, regardless of cause, the 
general reaction is the same and the slight 
variations are not revealing unless here and 
there an identifying area is found. Thus 
atrophy of fat, regardless of type or com- 
binations of types, does not constitute a dis- 
tinguishing feature—a point which will be 
enlarged upon later. 

Erythema induratum is a diagnosis which 
is frequently made upon nodules appearing 
in the subcutaneous fat of the calf of the 
leg. By definition it is a form of tuber- 
culosis, which places the weight of the diag- 
nosis on the proof of the presence of 
tuberculosis and the demonstration of a 
tuberculous type of tuberculoid reaction in 
the tissue. Erythema induratum of Bazin 
should not be looked upon as a syndrome 
due to various causes. If one holds that view, 
it would be better to drop the name ery- 
thema induratum and use the term hypo- 
dennic nodules or hypodermites. If it is a 
form of tuberculosis, the fact that it occurs 
almost exclusively in the lower part of the 
legs and nearly always in females should 
lead one to seek an explanation for these 


facts as well as others pertinent to the con- 


dition. By definition, I am admitting the 
presence of tuberculosis, demonstrable or oc- 
cult, for a hematogenous sowing of the 
bacilli is assumed. 

No disease in all of medicine has been 
studied more thoroughly than tuberculosis. 
The disease was known in ancient times. In 
the era of Virchow its histologic characteris- 
tics were identified, and Villemin demon- 
strated its infectivity before the causative 
agent was discovered. After Koch identified 
the tubercle bacillus, facts accumulated 
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rapidly. The discovery of the toxic tuber- 
culin threw light on the mechanism of de- 
struction from the products of bacterial 
growth and when von Pirquet formulated 
the theory of allergy and it was applied to 
tuberculosis, the disease process became 
clearer. The mere identification of the or- 
ganism was not enough, but an analysis of 
the structure of the reaction it provoked 
revealed characteristics which made _his- 
tologic diagnosis possible even if the or- 
ganism itself could not always be found. 

Knowledge concerning tuberculosis grad- 
ually accumulated. Internists interested in 
lung diseases became expert in physical diag- 
nosis and were aided by bacterial identifica- 
tion. The elaboration of roentgen diagnosis 
brought together many loose facts, and when 
sanatoriums for tuberculosis were estab- 
lished, the life history of the various forms 
of pulmonary tuberculosis became clarified. 
With each successive discovery or advance, 
basic knowledge of the disease process often 
was ignored or, to say the least, slighted. 
This is so well illustrated by the invasion of 
surgery with its excision of the tuberculous 
lung, and for a time surgeons wondered 
whether physicians were necessary at all in 
the treatment of pulmonary tuberculosis. 
With the advent of chemotherapy, it was 
established that surgical removal of tubercu- 
losis from the body was not complete 
therapy. General knowledge of tuberculosis 
was a necessity, and workers in no branch 
of medicine could ignore the basic principles 
in their enthusiasm for their own particular 
contribution to therapy. 

This brief review of the history of the 
conquest of tuberculosis is given in order to 
view in retrospect the position of derma- 
tologists in their efforts to diagnose, under- 
stand, and treat tuberculosis of the skin. 

One need not review the brilliant contri- 
butions of the Jadassohn school, or the work 
of the various “Finsen” institutes, or the 
statistics of the present-day lupus treatment 
centers in order to realize that dermatolo- 
gists have not neglected to apply newly pre- 
sented knowledge to their field. If fault is to 
be found, it is with the readiness with which 
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dermatologists and dermatopathologists make 
morphologic and histologic diagnoses of tu- 
berculosis on skin lesions and continue to be 
satisfied with their diagnoses when the 
bacillus cannot be found. Further criticism 
should be aimed at the persistent attitude of 
many to ignore or not be aware of the fact 
that the diagnosis of tuberculosis does not 
necessarily imply that a lesion has been 
identified, but rather that a patient has tu- 
berculosis, a fact that should imply a search 
for the source of infection, protection of 
others, instituting an antituberculosis regi- 
men, and other measures. 

In no form of tuberculosis of the skin 
does the above apply more than in the 
diagnosis and handling of erythema in- 
duratum. The presenting lesion is a hypo- 
dermic nodule. The patient is often ostensi- 
bly well. The problem is to diagnose the 
lesion and then study the patient for possible 
tuberculosis. 

I shall not review the morphology except 
to remark that the lesions are not pathog- 
nomonic, only suggestive of the disease. The 
diagnosis usually rests on histologic exami- 
nation. If it is due to tuberculosis, how and 
why did the bacilli choose the hypoderm of 
the lower leg? Are any factors known that 
predispose those parts? What was the 
pathogenesis of the lesion, and does the 
histology enable one to project the course of 
events? 

Since erythema induratum begins in the 
hypoderm, an external or primary infection 
can be excluded, and because the blood ves- 
sels are the seat of the first reaction, a 
hematogenous sowing of the bacilli is pre- 
sumed. The bacilli circulating in the blood 
find unprotected or unguarded areas where 
conditions are favorable for their growth. 
Kalkoff and others have emphasized the 
selection of the female sex and the body 
type. The “chilblain” type of circulation and 
the irregular menstrual history have also 
been. stressed. These facts may be predis- 
posing or influencing factors, but the disease 
does occur in males and in types aside from 
those mentioned. 
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Since the advent of chemotherapy in tu- 
berculosis the peculiar attributes of the par- 
ticular bacillus that has infected the patient 
become more and more important. It might 
be speculated that tubercle bacilli that cause 
skin lesions may have their own characteris- 
tics and seek certain physical conditions. For 
example, most tuberculodermas arise in tis- 
sues which are exposed or may be chilled, 
such as the face, legs, and fingertips. The 
lowered local temperature of those parts may 
be agreeable for the “skin tubercle bacillus” 
to linger, settle, and grow. There is con- 
siderable evidence which allows such a sur- 
mise. Certainly the propensities of a 
particular tissue must play a role in the 
development of a certain type of cutaneous 
tuberculosis, it being recalled always that 
the patient’s geographic location, race, nu- 
trition, inherent resistance, etc., all play a 
part. 

In every patient upon whom a diagnosis 
of erythema induratum is made, an ex- 
haustive search for the presence of tuber- 
culosig is imperative. I shall not outline the 
details of such a study, for that is well 
known, but the presumption that a bacillemia 
exists must admit a focus. Many recorded 
observations reveal that a coexistence of 
tuberculous adenitis and erythema induratum 
is rather common. It must be borne in mind 
that the fat tissues and the lymph nodes are 
both reticuloendothelial organs, and that tu- 
berculosis frequently invades tissues which 
have a like embryonic origin; however, the 
terrain is also very important but cannot be 
evaluated. For example, lupus vulgaris 
quite often is observed in the skin about a 
fistulous opening, which arises from a col- 
liquative adenitis, but when erythema in- 
duratum ulcerates, lupus vulgaris does not 
appear about the ulcer. This is only another 
example of the importance of many factors 
in determining the type of cutaneous tuber- 
culosis which develops after a successful 
implantation of tubercle bacilli has taken 
place. 

Ignoring the predisposing factors, we still 
have the less speculative aspect of the 
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pathogenesis of the actual lesion to study and 
evaluate. 

Tuberculous tuberculoid structure has 
two sources. The central portion is the re- 
sult of the local reaction of the part against 
the bacilli. The peripheral part is composed 
of the cells which are transported to the 
part. Both represent protective reactions, 
and, even if the patient succumbs to tuber- 
culosis, he succumbs to the products of the 
body’s efforts to overcome the invasion. 

Evans and his co-workers have shown that 
the first reaction of the body against 
hematogenously distributed tubercle bacilli 
is endothelial and not hematogenous, while 
the cells transported to the part evidently 
are attracted there and transported to the 
most minute vessels of the area. The miliary 
tubercle which results is a fairly uniform 
histologic structure with considerable varia- 
tion as to size, composition of the cell wall, 
degree of necrosis, etc. These features are 
probably due to the amounts of endotoxins 
released and toxins produced as well as the 
state of allergy of the individual. In tu- 
berculodermas in which the number of bacilli 
is very small the process is continued by the 
production of toxin. When all of the bacilli 
are killed, the process does not proceed 
further. Repair of the damage done then 
begins. This must be the case in the single 
lesion of erythema induratum. 

From this brief outline of the life history 
of a lesion of erythema induratum it can 
readily be seen that the microscopic struc- 


ture varies greatly with the stage of the 


process. 


The histologic diagnosis of erythema in- 
duratum, as described by many authors and 
as I have observed it, takes into account the 
presence of tuberculoid structure with actual 
tubercles; degrees of blood-vessel inflam- 
mation with complete occlusion of some ves- 
sels, and alteration of the fat, either with 
partial atrophy of various iypes, with 
especial emphasis correctly 0: correctly on 
Wucheratrophie, and with a dense infiltrate 
which often completely replaces the normal 
structure of the panniculus. 


Michelson 


In evaluating these various points one is 
first impressed by the fact that in many cases 
a distinct tuberculous stamp is lacking, and 
even if tuberculosis has been found in other 
organs of the patient, the lesion may not re- 
veal more than a hint of its tuberculous 
etiology ; in fact, in some sections even that 
is missing. Therefore, complete accord be- 
tween the suspected etiology and the his- 
tologic findings should not be expected. 
However, in some specimens entirely typical 
tuberculous tissue is found. 

There is a great difference in the degrees 
of vasculitis. In most sections there is 
marked endothelial thickening and throm- 
bosis, and I have even seen intravascular 
tubercles. In all forms of nodules of the 
lower leg, blood-vessel changes are common 
and therefore of no great diagnostic value. 

The changes in the fat itself are difficult 
to evaluate. These changes are not specific 
and are due largely to pressure damage and 
probably to chemical alteration. There is a 
foreign-body type of reaction with phago- 
cytosis, giant-cell formation, etc. By itself 
the fat change has no diagnostic value. 

It will be readily noted that I consider the 
histologic diagnosis of erythema induratum 
to be difficult and the examination often to 
be misleading. My plea is for the diagnosis 
to be made on the case as a whole, and, if the 
diagnosis decided upon is erythema indura- 
tum, the proof of the presence of tubercu- 
losis should be insisted upon, with full 
realization that proof is not always possible. 
According to my concept the process begins 
by bacilli lodging in vessels of the hypoderm 
with an immediate endothelial-tissue reaction 
and an almost simultaneous marshalling of 
infiltrating leukocytes, and the process pro- 
ceeds as long as there are bacilli and toxins 
to provoke reactions. From the natural his- 
tory as we know it, the process is self- 
limited. Since the reactions are intense, 
especially in the blood vessels, the capillary 
system of the fat tissues is destroyed ; hence 
there is no replacement of the atrophied fat, 
and healing is fibrotic. The most important 
feature of the histology of erythema in- 
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duratum, if it is present, is the classical 
tuberculous tuberculoid structure. The fat 
changes are secondary and not of diagnostic 
value. 

My review of the knowledge concerning 
diseases of the hypoderm has convinced me 
that there is no explanation why the two 
diseases I have mentioned should choose the 
hypodermic fat as their seat. Nevertheless, 
panniculitis does exist as a condition which 
almost exclusively involves the tissue from 
which its name is derived. Since becoming 
interested in the disease I have encountered a 
number of patients who had small, rather 
painful, red nodules, which were widely scat- 
tered and resembled a deep furuncle. Biopsy, 
liowever, revealed panniculitis indistinguish- 
able from the Christian-Weber type. 
Variants of the Christian-Weber type have 
been described before, the so-called Roth- 
mann-Makai type representing the lesions 
just described. If such lesions were to occur 
on the lower leg, they would probably be 
examples of what is called nontuberculous 
erythema induratum. Nodular lesions of the 
lower leg which I have diagnosed as nodular 
vasculitis I have later decided are part of 
stasis disease and are reactions about areas 
of thrombophlebitis. In such instances the 
inflammation is by no means confined to the 
panniculus. The upper tissues are also in- 
flamed and may have the same appearance, 
as is so often seen surrounding a varicose 
ulcer. This change is not seen in panniculi- 
tis or in erythema induratum. 

Idiopathic panniculitis is still puzzling, and 
no explanation that I have been able to find 
is satisfactory. 

The histology of erythema induratum of- 
fers an explanation for its location. In no 
form of cutaneous tuberculosis is the in- 
volvement of rather large blood vessels so 
prominent. The thickened walls, the en- 
dothelial proliferation, thrombosis, and even 
obliteration are impressive. If there were 
no tuberculous type of infiltrate, one would 
consider the area as part of the varicose 
syndrome. Certainly the —blood-vessel 
changes are much more important than al- 
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terations in the fat. This fact should lead 
us to consider erythema induratum as a 
disease which occurs in persons who have 
tuberculosis and whose circulatory idio- 
syncrasies furnish areas of lowered resist- 
ance, especially in the hypoderm of the lower 
legs, and the two etiologic factors working 
in conjunction produce a lesion which is 
characterized by endophlebitis, endarteritis, 
and a tuberculous type of infiltrate. The 
changes in the fat are dependent upon the 
blood-vessel damage and the toxic effects 
of the tuberculous inflammation. The exten- 
sion of the process is halted when the tuber- 
culous infection is overcome. The torpidity 
is in keeping with the well-known chronicity 
of all varicose processes. Thus the fact that 
erythema induratum occurs in the hypoderm 


does not incriminate the fat tissues them- 


selves. The hypoderm is merely the stage 
upon which this play is enacted, and when 
the facts become known it may be found 
that panniculitis, too, only happens to occur 
in the "hypoderm because that tissue is a 
willing ally to the actual cause. 

I have concluded that true erythema in- 
duratum of proved tuberculous etiology is a 
very rare condition in this locality. Patients 
so diagnosed in whom tuberculosis cannot 
be discovered may be examples of various 
forms of panniculitis or complications of the 
varicose syndrome. Emphasis on the capil- 
lary portion of the fat organ stresses the 
importance of the vascular system in pan- 
niculitis. It is to be hoped that investigations 
along this line may assist in solving some of 
the problems associated with diseases of the 
hypodermic fat. 

Medical Arts Building. 
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Dermatologic Aspects of Congenital Spherocytic 


Anemia 


LAWRENCE G. BEINHAUER, M.D., and JOHN G. GRUHN, M.D., Pittsburgh 


Leg ulcers are rarely due to congenital 
spherocytic anemia but they may sometimes 
be the presenting manifestation of the dis- 
ease. Related skin lesions other than ulcer 
are virtually unknown. This report deals 
with an unusual case of an erythematous 
dermatosis of prolonged duration without 
ulceration resistant to therapy until a sple- 
nectomy was performed, together with a 
summary of the natural history of the ulcers 
known to be associated with congenital 
spherocytic anemia. 


Report of a Case 


A 46-year-old white housewife presented an 
eruption of both legs above the ankles of six 
years’ duration. During'the preceding year there 
had been progressively increasing local pruritus 
and generalized fatigue. Inspection of the legs 
disclosed a mild erythematous, indurated area in- 
volving both legs above the malleoli. At the 
periphery was a brownish pigmentation as in stasis 
dermatitis, but no varicosities were present. On 
closer inspection the involved area revealed punc- 
tate purpuric spots such as are seen in Scham- 
berg’s disease. Palpation disclosed extensive 
sclerosis of the underlying subcutaneous tissues. 
The peripheral arterial pulses were normal. 

The pertinent past medical history included 
recognition of a “marked anemia” at ages 7 and 
13 years. She was in apparent good health until 
after birth of her first child, at the age of 26. 
Thereafter she noted an “abdominal mass” and 
had vague pains in the upper left quadrant for 20 
years. 

She was referred to Cleveland Clinic in Feb- 
ruary, 1951. At that time the pertinent physical 
findings were as follows: The patient was a well- 
developed and well-nourished woman of 46. Tem- 
perature 98.6 F; pulse 72; blood pressure 120/80. 
The skin and mucosae were pallid. The skin and 
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Fig. 1—Preoperative appearance of skin, Aug. 


14, 1951. 





Fig. 2.—Postoperative appearance of skin, May 


3, 1952. 
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sclerae were icteric. The heart and lungs were 
normal. Abdomen: A firm, tender, smooth mass 
was palpated in the left upper quadrant extending 
almost to the midline and a handbreadth below 
the costal margin. ‘The liver and gall bladder were 
not palpable. The skin of the extremities was as 
previously described. There were no varicosities. 
The dorsalis pedis and posterior tibial pulses were 
normal on palpation. There was no evidence of 
peripheral arteriosclerosis. 

The blood studies showed that the hemoglobin 
level was 9.5 gm. per 100 cc. (62%); the red 
blood count was 3,740,000 per cubic millimeter; 
the white blood cell count was 3900, with neutro- 
phils 78%; lymphocytes 20%, and monocytes 2%. 
The volume of packed red blood cells was 67% 
of normal. The blood smears included many 
spherocytes. Spherocytes are rounder, smaller, 
and stain more deeply than normal cells. There 
were occasional polychromatophilic erythrocytes, 
which suggested increased blood production al- 
though confirmatory reticulocyte count and marrow 
aspiration were not done. Icterus index was 17. 
Bleeding, coagulation, and prothrombin times were 
normal, as was the platelet count. Blood sugar 
was 104 mg. per 100 cc. Wassermann and Kahn 
reactions were negative. The chest roentgenogram, 
KUB plate, and IV urogram were intrinsically 
normal, but a poorly delineated soft tissue density 
in the left upper: quadrant was suspected to be 
an enlarged spleen, and the bladder was indented 
from above by a soft tissue mass presumed to be 
an enlarged uterus. Characteristically abnormal 
osmotic fragility was demonstrated in May, 1951. 
Hemolysis began at 0.60% and was complete at 
0.40%. (Normals begin at 0.45% and are complete 
by. 0.35%.) 

The patient was admitted to the Surgical Service 
on June 17, 1951. Splenectomy was performed 
six days after admission. The spleen, which was 
estimated to be five or six times normal size, was 
removed, together with an accessory spleen which 
was one-third the size of the spleen. The liver 


almost reached the umbilicus and was engorged; . 


no biopsy was performed. The gall bladder was 
indurated and contained ‘multiple calculi, but 
cholecystectomy was not deemed feasible at this 
time. A biopsy of the skin of the leg was also 
done. 

Pathologic examination of the spleens confirmed 
the surgeon’s estimate of size. The primary and 
accessory spleens were firm and dark purple red. 
The Malpighian corpuscles and trabeculae were 
less prominent than normal. Microscopic sections 
demonstrated a characteristic pattern of promi- 
nent empty sinuses lined by hyperplastic plump 
endothelial cells. The intersinusoidal pulp was 
markedly congested with red blood cells. There 
was a considerable amount of hemosiderin pig- 
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Fig. 3—Low-power view of skin. (See text for 
description. ) 


ment in the histocytes. Usually there is less 
splenic hemosiderosis in this disease, since the 
ability to utilize iron is unimpaired despite the 
overabundant supply due to excess rates of hemo- 
lysis. Diligent search disclosed only two examples 
of erythrophagocytosis by histiocytes. 

Sections of the skin (Fig. 3) demonstrate the 
following: The most prominent feature of the 
epidermis is the flattening of its lowermost border, 
with nearly an absence of normal rete pegs. There 
is an occasional triangular or dagger-shaped or 
blunt club-shaped epidermal peg at rather wide 
intervals. The stratum corneum is thin and largely 
lifted off the underlying stratum granulosum by 
a widened stratum lucidum. The stratum spinosum 
is not remarkable. There is relatively light focal 
melanotic pigmentation of the basal cells. The 
dermis can be divided into an ill-defined subepi- 
dermal zone, consisting of loose connective tissue, 
beneath which is a thickened, widened fibrotic 
dermis. Within the uppermost loose connective 
tissue zone is a great deal of vascular prolifera- 
tion. The proliferated vessels are usually found in 
clusters and consist of capillaries or small arteri- 
oles having a very prominent endothelial lining. 
Many of these vascular sprouts contain aggregates 
of red cells, many of which seem agglutinated. 
These cannot be identified specifically as sphero- 
cytic cells, and there are no specific thrombi or 
occlusive lesions. Rarely there is also noted a small 
solitary dilated vascular channel, which is many 
times larger than the usual proliferated capillary 
and which is lined by rare flattened endothelial 
cells and whose lumen is empty; these latter ves- 
sels are presumed to be dilated lymphatics. The 
dermis consists for the most part of thickened, 
swollen, eosinophilic, hyalinized or finely granular 
collagen fibers. Within the deeper dermis small 
arteries and arterioles with prominent muscle 
coats and sometimes with subendothelial intimal 
proliferation are also apparent. Within a few of 
these agglutinated masses of red cells are also 
noted. None of these vessels, however, contain 
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Fig. 4—Midpower view of proliferating dermal 
arterioles with hyperplastic endothelial linings. 


recognizable emboli or thrombi. In the deeper 
dermis and in the superficial subcutaneous adipose 
tissue are focal aggregates of mononucleated cells 
consisting largely of histiocytes, macrophages, 
lymphocytes, and sometimes even fibroblastic cells. 
None of these macrophagic cells contain pigment. 
The dermal appendages visualized are essentially 
unremarkable. 

Splenectomy achieved the usual excellent re- 
sponse. Although spherocytosis persists, the 
hemoglobin levels have been maintained at or 
above 12.3 gm. per 100 cc. and the red blood count 
at or above 4,100,000. Coomb’s tests, not available 
until the postoperative period, were negative. The 
icterus has disappeared completely. The skin 
lesions, previously unresponsive to therapy, rapidly 
and markedly improved. On May 10, 1952, the 
patient was presented to the Central States Der- 
matological Meeting in this city. 

Later it was learned that the patient’s son also 
underwent splenectomy in 1952 after a diagnosis 
of congenital hemolytic anemia was confirmed. 
Recently, the patient’s son’s child died within a 
week of birth with “a ruptured spleen and an 
enlarged liver.” Furthermore the patient’s mother, 
now aged 70, has had “trouble with the spleen for 
years.” 


Comment 


The diagnosis of congenital hemolytic 
anemia in this case is unequivocal on the 
basis of the prolonged anemia, icterus, and 
splenomegaly of varying severity since child- 
hood ; familial history, typical spherocytosis 
on blood smears, and abnormal osmotic fra- 
gility, characteristic splenic histology; post- 
splenectomy remission of anemia, icterus, 
and skin lesions, despite persistence of 
spherocytosis due to reduction of the rate of 
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hemolysis resulting from removal of the 
spleen. 

Ulcers of the skin of the lower legs have 
long been known to be associated with fa- 
milial hemolytic syndromes.! Such ulcers are 
relatively common in sickle cell anemia but 
rare in congenital spherocytosis and Med- 
iterranean anemia. Similar ulcers also occur 
in polycythemia, Gaucher’s disease, 
other hematologic disorders.? 

The first examples of ulcers in congenital 
spherocytosis were recorded in 1902 by 
Barlow and Shaw.! Dacie,? a foremost 
English authority on hemolytic anemia, re- 
ported that “intractable ulcers of the leg not 
associated with varicose veins are a remark- 
able and quite frequent complication of 
hereditary spherocytosis,’ and he included 
photographs of two of his patients. Most 
other hematologists, however, have very 
rarely noted ulcers. Meulengracht* noted 


no such ulcers in his monograph summariz- 


ing 34 cases. Vaughan® recorded that the 
three cases “in the author’s group of 18 
were admitted with chronic ulceration that 
failed to respond to ordinary treatment.” 
Taylor ® observed only one case from the 
spleen clinic at Presbyterian Hospital in 
New York among 43 cases studied for a 
number of years. Gendel? estimated an in- 
cidence figure of 6.5% in his report, includ- 
ing a single case of congenital spherocytosis 
with leg ulcers. Wintrobe‘* refers to chronic 
leg ulcer as “a rare complication” in his 
“Clinical Hematology.” He comments on 


Fig. 5,—-Midpower view of swollen, thickened, 
a hyalinized collagen fibers of lower 
ermis. 
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ulcer as “the complaint of one of our pa- 
tients.” Young,® a foremost American in- 
vestigator of congenital spherocytic anemia, 
has never noted ulcers among 50 cases 
observed since 1946. Most available detailed 
reports include only one or two new cases. 
One of us (L. G. B.) after 30 years of 
dermatologic practice has observed only two 
instances of this condition. Trauma may or 
may not precede ulceration. Although the 
significance of trauma cannot be clearly 


delineated from most reports, isolated trau- 


ma to otherwise normal extremities obvi- 
ously does not induce indolent ulceration. A 
dusky blue area in the region of the malle- 
olus may precede ulceration for an indeter- 
minate period. Classically, the ulcers are 
indolent and associated with pigmentation 
of adjacent skin. They almost always start 
above the malleolus, usually medially. In- 
volvement is bilateral in at least half the 
cases. There is usually only a single ulcer 
on each leg, but multiple ulcers may occur. 
Such ulcers may occur or recur from the 
“teens” to old age.® A single instance of 
malignant change (development of a squa- 
mous-cel! carcinoma) has been reported in 
association with such an _ ulcer.!° Such 
malignancy may be an infrequent concomi- 
tant of any nonspecific chronic ulcer." 

Chronic leg ulcers are not pathognomonic. 
The pathogenesis in this disease is obscure 
since there is no reason to postulate vascular 
occlusion such as may occur in sickle cell 
anemia. The microscopic appearance of pre- 
viously reported ulcers is that of a nonspe- 
cific chronic inflammatory process not 
necessarily associated with demonstrable 
vascular occlusion. 

Conventional therapy for such ulcers is 
rarely successful, and recurrence is the rule. 
Gansslen 1?:1% was first to report the remark- 
able regression of skin lesions by splenec- 
tomy. Dedichen,'* Leger and Orr,® Taylor,® 
and Vaughan® also reported excellent re- 
sults after splenectomy. Taylor reviewed 12 
cases in which previously resistant lesions 
of long duration healed in from 8 to 30 days 


‘after splenectomy. The mechanism of heal- 


ing following splenectomy is unclear. 
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Although such ulcers are in no way pathog- 
nomonic per se, definitive diagnosis should 
offer no problem if all the possibilities are 
evaluated correctly. If routine office hemato- 
logic study discloses anemia or abnormal 
blood smears, consultation with a hematolo- 
gist or clinical pathologist should promptly 
resolve the hematologic disorder. Electro- 
phoretic studies may resolve hemoglobin- 
opathies. The ulcers associated with 
congenital spherocytic anemia may be resis- 
tant to all therapy until splenectomy. The 
ulcers of congenital spherocytosis only may 
be expected to respond dramatically to 
splenectomy in a high percentage of cases. 

Little has been written regarding the 
nature of the dermatologic changes other 
than nonspecific ulceration in congenital 
spherocytosis, although it is obvious that 
local tissue change must be present for 
variable periods of time before ulceration 
finally occurs, and may persist long after 
the superficial ulcers heal. Skin changes 
were present in the reported case for six 
years without ulceration and were improved 
dramatically by splenectomy. 


Summary 


An unusual dermatosis, without ulcera- 
tion, of prolonged duration, associated with 
congenital hemolytic anemia, is presented, 
together with a review of related leg ulcers. 


5026 Jenkins Arcade (22). 
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Lichen Sclerosus et Atrophicus in Children 


MARVIN E, CHERNOSKY, M.D.; VINCENT J. DERBES, M.D., and JAMES W. BURKS Jr., M.D., New Orleans 


The occurrence of lichen sclerosus et 
atrophicus in children has not been well 
recognized generally, probably because it 
typically occurs postmenopausally in women. 
We have recently observed this disease in 
several children but have been unable to 
find any description of it in standard Amer- 
ican pediatric textbooks or any detailed 
survey on this subject in the literature. 

A survey of the available literature re- 
vealed 260 acceptable cases of lichen sclero- 
sus et atrophicus among 178 reports. Of 
this total, the age at onset was 13 years or 
older in 225 patients and was under 13 
years in the other 35 patients.14* Such 
incidence by age compares favorably with 
the observations of Kindler,!* who found 
8 cases in children among a total of 54 
reported in the literature during the period 
1940 to 1952. These figures are probably 
deceptively high, however, because cases oc- 
curring in children are more likely to be 
reported than are the commoner adult cases. 
In a series of 46 patients at a single institu- 
tion, Montgomery and Hill?! found this dis- 
ease to have its onset in childhood in only 
one instance. 


Clinical Description 


The primary lesion of lichen sclerosus et 
atrophicus consists of an achromic or ivory- 
colored, irregular or polygonal, lichenoid, 
flat-topped, firm papule. As the disease 
progresses, these papules may coalesce to 
form plaques, and atrophy may then become 
a prominent feature. When the lesions are 
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located on the vulva, such atrophy may lead 
to shrinking of the labia and stenosis of 
the introitus. Follicular hyperkeratosis, 
with plugging and delling, helps to distin- 
guish lichen sclerosus et atrophicus from 
leukoplakia, morphea, and lichen planus. 
These signs may be absent in regions of 
the vulva with few or no hair follicles. An 
excellent description of delling appeared in 
a recent issue of the A. M. A. ARCHIVES OF 
DerMATOLocy 9; 

A dell is a small valley—“The farmer in the 
dell.” In lichen sclerosus et atrophicus there is 
atrophy plus follicular hyperkeratosis. The puck- 
ering by the atrophy produces minute dells at the 
sites of the follicles which are defined by the 
remnants of keratin. 

The Koebner phenomenon has only occa- 
sionally been described in association with 
lichen sclerosus et atrophicus, but we have 
observed it in one of our patients, reported 
herein. 

Lichen sclerosus et atrophicus of the 
anogenital region usually results in sym- 
metric involvement about the vulva and 
complete encirclement of the anal orifice, 
producing a figure-of-eight or hourglass 
pattern. Vesiculobullous and edematous le- 
sions may occur at some stage of the dis- 
ease, most frequently early. In those 
instances in which pruritus is notable, ex- 
coriations and mild erythema may be seen. 

Thirty-five cases in children collected 
from the literature, together with four new 
cases herein reported, have been analyzed 
clinically (Table). The general health and 
physical examination of these patients were 
normal except for vaginitis in some and 
pulmonary apical infiltrations and a positive 
reaction to the tuberculin test in one child.* 
Typical lesions developed following trauma 
to the skin in two patients }*1*; in one of 
these, lesions actually appeared in surgical 
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Lichen 'Sclerosus et Atrophicus in Female Children: 
Thirty-Five Cases Collected from the 
Literature and Four New Cases 








Age at 
Case Author Year Race Onset 
No. uf. 
1 Monacelli* 1934 Ww 3 
2  Diasio+ 1935 WwW 11 
3 Schubert * 1936 Ww 12 
4 Ginsburg‘ 1939 w 2 
5 Montgomery & Hill: 1940 2? 10 
6 Wolf? 1943 WwW ll 
7-9 Laymon*® 1945 WwW 4 
10 Cordiviola & Kaminsky*® 1945 Ww 12 
11 Hubler? 1946 WwW 10 
12. Brain & Haber'? 1950 WwW 10 
13. +Brain:* 1950 Ww 6 
14-15 Wallace & Whimster? 1951 ? under 10 
16 Rothman & 
Farney-Davies!! 1951 WwW 2 
17. Gémez Orbaneja & “very 
Quifiones Caravia‘? 1952 Ww early” 
18-23 Kindler’: 1953 Ww 2-13 
24 Svendsen‘ 1954 Ww 3 
25-27. Crissey, Osborne & 
Jordon :* 1955 WwW 4-9 
28-35 Ditkowsky et al 15 1956 ? 3-6 
36-39 Chernosky, Derbes, 1956 3w 1-9 
Burks (present series) 1C 





scars. Vesicles occurred at some stage of 
the process in four children.®1%16 Some 
type of vaginitis, manifested by a vaginal 
discharge, preceded the typical vulval cu- 
taneous lesions in at least 8 of 37 patients 
(22%), and pruritus was described in 18 
(49%). Two of the previously published 
cases ? were not described clinically and are 
therefore nct included in these percentages. 

Age.—The lesions of lichen sclerosus et 
atrophicus can apparently develop at almost 
any age. The average age at onset of the 
disease in children is difficult to estimate, 
since exact ages have not usually been indi- 
cated in published reports. Furthermore, 
early lesions may be overlooked by parents, 
who are often unattentive to symptomless 
or otherwise unobtrusive disease. In one of 
our patients, onset was-at 114 years and in 
another at 1 year; the earliest age at onset 
that could be found in the literature was 2 
years, 


Sex.—All cases reported in the literature 
previously, as well as all new cases pre- 
sented herein, were in female patients. As 
far as could be determined, lichen sclerosus 
et atrophicus has not been diagnosed as such 
in a male patient. 

Color.—All previously reported cases in 
which color was specified were in white 
children, but one of our four patients is a 
Negro. Irgang,?° in 1944, claimed to have 
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reported the first case of lichen sclerosus 
et atrophicus in a Negro, a 51-year-old 
woman. In recent years, we have seen 
several adult Negroes with this disease and 
no not believe it to be uncommon in this 
race, ° 

Site——Although the anogenital region is 
the preferred site, no area of the skin is 
immune, other sites of predilection being 
the neck, upper part of the trunk, and upper 
extremities. Of the 37 children with lichen 
sclerosus et atrophicus clinically described, 
15 (41%) had lesions both inside and out- 
side the anogenital region, whereas in 9 
(24%) only skin outside the anogenital area 
was involved; thus, a total of 65% of the 
children had lesions outside the anogenital 
region. These findings are not in accord 
with the opinion of Ditkowsky and associ- 
ates 15 or of Crissey and associates,’* who 
stated that the vulva and perianal areas are 
usually the only sites involved. 

Laboratory Data.—A survey of the litera- 
ture failed to reveal any consistently abnor- 
mal laboratory findings associated with 
lichen sclerosus et atrophicus in children. 

The following is a direct translation from 
the Italian of the appearance of the anogen- 
ital skin in Monacelli’s * 8-year-old patient: 

There was a symmetric, oval zone of depig- 
mentation in the genital region. This began at the 
mons pubis, involved the inner surfaces of the 
labia majora and perianal region, and joined finally 
at the coccyx. The skin in this broad zone was 
not only of a white porcelain color, of pale rose 
hue in some areas, but moreover presented a 
sclerous atrophy. The resultant retraction was 
radially disposed and produced a somewhat papil- 
lary aspect, especially peripherally. The whitish 
color was accentuated in the more keratotic areas 
(a small zone of this type was evident in the 
region of the fourchette), so that the appearance 
of leukokeratosis was produced. Small lenticular 
erosions were seen deep in the vulva, adjacent to 
the hymen. 

On the internal surface of the right thigh and 
the corresponding genitocrural region, there was 
noted an irregularly shaped, achromic vitiligoid 
spot surrounded by a halo of hyperpigmentation. 
This joined the scleroatrophic zone of the genitals 
described previously. One point of difference, 
however, was that the vitiligoid spot presented 
only the disappearance, and at the periphery the 
increase, of pigmentation. A small spot of num- 
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LICHEN SCLEROSUS ET ATROPHICUS 


mular size with the same vitiligoid character was 
observed in the pubes near the anterior extremity 
of the scleroatrophic anogenital zone. 


Histopathology 


The histologic picture of lichen sclerosus 
et atrophicus is usually characteristic. Hy- 
perkeratosis and plugging of the follicles 
with keratin are frequent manifestations. 
The stratum Malpighii is flat and atrophic 
except for occasional downward prolifera- 
tions of the rete ridges. Liquefaction de- 
generation of the basal-cell layer is usually 
evident in some areas. The upper portion 
of the dermis is edematous and, on hema- 
toxylin and eosin staining, the collagen in 
this area appears pale and homogenized. 
Elastic tissue stains show that the elastic 
fibers have been separated from the epi- 
dermis ; these have been pushed deep to this 
upper portion of the dermis. There is a 
cellular infiltrate in the mid-dermis consist- 
ing mainly of mature lymphocytes. 


Treatment 


The obscure etiology of lichen sclerosus 
et atrophicus has resulted in little progress 
in therapy. Numerous vitamins, heavy 
metals, hormones, lubricants, and antipru- 
ritic measures have yielded inconsistent 
results. Chloroquine diphosphate and _ re- 
lated compounds have been used with some 
success. Therapeutic roentgen ray has been 
of questionable value, and some observers 
actually believe it to be contraindicated. 
Probably the best subjective and objective 
improvement has resulted from topical use 
of hydrocortisone or related compounds. 
Surely, such surgical procedures as local 
excision and vulvectomy are contraindicated 
even more in children than in adults. 


Prognosis 


The course of lichen sclerosus et atroph- 
icus is chronic and unpredictable. Because 
the disease is often asymptomatic, the pa- 
tient may not be especially concerned about 
it. Kindler 1% reported improvement after 
puberty in two patients who had cutaneous 


Chernosky et al. 
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lesions only. She did not observe regression 
in the remaining six patients who had ano- 
genital involvement, even though one of 
these was followed for six years. Occasion- 
ally, cutaneous lesions improve or disappear 
for no apparent reason and then recur. 
Ditkowsky and associates 1° followed one 
patient for eight years and another for seven 
years without observing complete disappear- 
ance of the lesions. The lesions of six other 
children disappeared within one to eight 
years, with an average time of disappearance 
of about four and one-half years. 

The natural course of this disease in 
children and its sequelae still remain some- 
what obscure. No studies have been found 
in which patients: have been followed well 
into adulthood and through the childbearing 
age. Leukoplakia and even subsequent 
squamous-cell carcinoma have been reported 
by Wallace and Whimster? and others in 
association with lichen sclerosus et atroph- 
icus of the vulva in adults. We have not 
found any such reports in children, but such 
a possibility should be kept in mind. The 
end-result in some adult cases is severe 
atrophy of the vulva and stenosis of the 
vaginal orifice. Similar conditions have been 
reported in children,'* but the extent of such 
processes in cases that begin in childhood 
is not clearly known. Long-term, coopera- 
tive studies by pediatricians and dermatolo- 
gists would be helpful in elucidating this 
problem. 


Report of an Illustrative Case 


A Negro girl was first seen at the Charity 
Hospital in New Orleans at the age of 16 months. 
Her mother had observed depigmentation and 
erythema of the labia and skin surrounding the 
vulva four months prior to this first admission. 
Subsequent hospital visits revealed intermittent, 
nonspecific vaginal discharge and _ considerable 
pruritus manifested by self-excoriations. The 
leukoderma gradually surrounded the anal orifice. 
Numerous topical antipruritic and fungistatic 
medications were used unsuccessfully. When the 
child was 38 months old, multiple pinhead-sized 
depigmented areas were observed on the knees, 
elbows, and forehead. These spots slowly increased 
in size, and similar lesions appeared on the pa- 
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Fig. region of a 4-year-old 


1.—Anogenital 
Negro girl with lichen sclerosus et atrophicus. 


tient’s back, anterior surfaces of the legs, and 
dorsal surfaces of the feet. 

Physical examination at the age of 4 years was 
essentially negative except for the vulval and 
cutaneous lesions. There was a scanty, yellow, 
viscid vaginal discharge. Examination of the vagi- 
na with the aid of a small speculum disclosed no 
additional disease. The vulval and perianal skin 
was depigmented, sclerotic, and slightly atrophic 
(Fig. 1), with a few sanguinous lesions caused 
by scratching. The adjacent skin contained many 
ivory-colored, small, flat-topped papules in which 
follicular keratosis and delling could be seen. 
Similar papules were present on the extensor sur- 
faces of all extremities but in greatest abundance 
of the lower limbs (Fig. 2), the dorsal surfaces 
of the feet, the forehead, and the back (Fig. 3). 
Some of these lesions had a linear distribution and 
appeared to have formed in scratch marks; thus, 
the criteria for the Koebner phenomenon were 
present. 

Laboratory data included a normal hemogram, 
urinalysis, fasting blood glucose test, and thoracic 
and pelvic roentgenograms. Results were negative 
for serologic test for syphilis, fecal studies for 
ova and cysts, and perianal swab examination for 
ova of Enterobius vermicularis. Cultures of the 
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vaginal secretions demonstrated’ a variety of 
Gram-positive micrococci. Biopsies of cutaneous 
lesions from the back and the vulva revealed the 
typical microscopic picture of lichen sclerosus et 
atrophicus. 


Summary and Conclusions 


Thirty-five cases of lichen sclerosus et 
atrophicus in children collected from the 
literature and four new cases have been 
analyzed clinically. One of the new patients 
is a Negro child with onset of the disease 
at age one year, the youngest found in the 
literature. Clinical and histopathologic man- 
ifestations of the disease in children are 
essentially the same as in adults. Treatment 
for this disease of unknown etiology is un- 
satisfactory. Topical hydrocortisone and 
allied compounds are probably the most 
effective agents available today. Whereas 
some lesions in children have been observed 
to subside spontaneously, further study is 
required to clarify the natural history of 
this disease and its sequelae. 

1430 Tulane Ave. (12) 


Fig. 2—Lower extremities of the same 4-year- 
old Negro girl as in Figure 1. Note the linear 
distribution of some lesions, suggesting Koebner 
phenomena. 
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Fig. 3—Lesions of 
lichen sclerosus et atro- 
phicus on the lumbar 
region of the back of the 
same 4-year-old Negro 
girl as in Figure 1. Note 
Koebner phenomena 
shown in the lower part 
of the picture. 
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Fig. 4. — Photomicro- 
graph of typical lesion 
of lichen sclerosus et 
atrophicus on the back 
of the same 4-year-old 
Negro girl as in Figure 
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Some Histochemical Observations on the Human 


Eeccrine Sweat Glands 


II. The Pathogenesis of Miliaria 


RICHARD L. DOBSON, M.D., and WALTER C. LOBITZ Jr., M.D., Hanover, N. H. 


Introduction 


Miliaria is a generic term for those dis- 
eases which occur when the free flow of 
eccrine sweat to the surface is impeded, 
with the result that sweat is retained within 
the skin. The sweat-retention dermatoses 
arise in apparently normal skin or as a 
complication of any inflammatory disease 
of the skin. Miliaria is commonest in the 
summer months, but it can occur in any 
season if the activity or state of health of 
the person induces sweating. There is also 
a definite individual susceptibility to the 
sweat-retention diseases since not all persons 
will develop miliaria despite an environment 
conducive to its development. 

Usually several days to weeks of profuse 
sweating must occur prior to the onset of 
clinical disease. Once established, miliaria 
may continue indefinitely, provided the stim- 
ulus for profuse sweating persists. In the 
tropics, after recurrent episodes of miliaria 
rubra, miliaria profunda with its severe 
systemic disturbances (tropical anhidrotic 
asthenia) may supervene.? 

The most widely accepted theory of the 
etiology of miliaria is based on the histo- 
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pathological observations of O’Brien.* He 
found that in miliaria rubra or miliaria pro- 
funda abnormal keratinization of the sweat 
pore is present. This produces a parakera- 
totic “keratin plug” which then prevents the 
free flow of sweat to the surface. The ab- 
normal keratinization is thought to result 
from a minor specific or nonspecific injury 
to the skin ranging from maceration to 
microbial action within the sweat pore. 

All types of miliaria have been produced 
experimentally by a variety of techniques. 
These include maceration, iontophoresis, and 
the application of primary irritants, bacteria, 
and electropositive substances to the surface 
of the skin.** The lesions which develop 
when these experimental methods are used 
may closely simulate the clinical disease. On 
histopathologic examination, however, there 
is an inconstant resemblance to the original 
clinical lesions as described by O’Brien.* 

Because of this inconsistency the entire 
problem of the sweat-retention dermatoses 
must be reexamined. These aspects of the 
problem require particular attention: 

1, What is the primary alteration of the eccrine 
sweat gland, anatomical, physiological, or bio- 
chemical, which predisposes it to the initial lesion 
of miliaria? 

2. Why are certain persons predisposed to the 
development of miliaria, and, equally important, 
why are other persons not so predisposed? 

3. What is the effect of miliaria itself as a 
specific injury to the epidermis, the epidermal 
sweat-duct unit, and the eccrine sweat gland? 


Experimental Studies 


EXPERIMENT 1. 


An area of the skin of the back, about 1 in. 
square, was sprayed with ethyl chloride for five 
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seconds. A similar area was painted with 95% 
phenol and then neutralized with alcohol when 
blanching occurred. One week after this injury 
sweat secretion was stimulated. The subject, clad 
only in shorts, lay prone on a bed below a source 
of radiant heat for one and one-half hours. The 
air temperature within the cabinet remained be- 
tween 105 and 108 F. Visible sweating always 
occurred within 15 minutes and became profuse 
within 30 minutes. This method of producing 
sweating was utilized in all experiments. 

Biopsy specimens were obtained of unanesthe- 
tized skin in this and subsequent experiments, 


Fig. 1 (Experiment 1).—“Post-traumatic pseudomiliaria.” S$ % 
Note the degenerated epidermis containing an equally de- 


after injury with ethyl chloride. 
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using the high-speed, rotary punch. Specimens 
were obtained at 30 minutes, one hour, and one 
and one-half hours after entering the heat cabinet. 
All specimens were fixed immediately in Helly’s 
solution. Serial sections were stained with the 


McManus procedure controlled with diastase. 

Results.—Vesicles appeared at the treated 
site within 30 minutes and enlarged during 
the duration of the experiment. By one and 
one-half hours actual bullae were present. 
These lesions were thick-walled, irregular 
in outline, and frequently coalesced. 


Sweating induced one week 


generated epidermal sweat-duct unit (arrow 1) forming the roof of the bulla and the newly 
regenerated epidermal sweat-duct unit with multiple spirals in the floor of the bulla (arrow 
McManus procedure; reduced about 25% from mag.  X 720. 
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On histopathologic examination the roof 
of the vesicle consisted of a degenerated epi- 
dermis containing an equally degenerated 
epidermal sweat-duct unit. The floor of the 
vesicle consisted of a regenerating epidermis 
and epidermal sweat-duct unit containing 
multiple spirals. No “keratin plug” was ob- 
served (Fig. 1). At any given time interval 
the resemblance of the newly regenerating 
epidermis in the floor of the bullae to that 
which regrows after experimental removal 
of the epidermis was most striking.® In 
other words, ethyl chloride and phenol pro- 
duced such severe damage that the entire 
epidermis degenerated. A new epidermis 
then regenerated under the destroyed epi- 
dermis. Sweat collected, therefore, between 
the regenerating epidermis and the crust of 
the old epidermis. 

Comment.—The_ vesiculobullous lesions 
which developed after injury to the skin 
with ethyl chloride and phenol closely re- 
sembled those which are seen superimposed 
on the desquamating phase of a moderate 
sunburn. Shelley and Horvath® described 
the experimental production of this type cf 
lesion at sites which had been injured by a 
variety of primary irritants. They concluded 
that “minor superficial epidermal injuries 
may produce abnormal keratinization. This 
results in an invisible hyperkeratotic plug- 
ging and capping of the sweat duct orifice.” 
They further stated that “the histopatho- 
logical picture was basically the same in all 
the biopsy specimens studied. ““he delicate 
superficial vesicles usually were ruptured in 
preparation, precluding accurate histological 
study. However, in some examples (phenol, 
chloroform, heat and cold) the vesicle wall 
remained intact. In these cases the vesicles 
could be seen to be situated in the stratum 
corneum, exactly duplicating the primary 
findings in clinical miliaria crystallina.” 

Figure 17 in their paper ® shows a sweat- 
retention bulla in a heat-treated area. The 
roof of the vesicle consists of the entire 
degenerated epidermis. An epidermal sweat- 
duct unit containing multiple spirals, a fea- 
ture characteristic of a newly regenerated 
structure, was present in the floor of the 


Dobson—Lobits 


vesicle. Our findings correspond to theirs. 
We cannot, however, interpret this as proof 
of poral obstruction. On the contrary, we 
can conclude that the newly formed distal 
eccrine sweat duct in the floor of the bulla 
must be patent since sweat has collected 
distal to its terminal opening. In addition, 
the roof of the vesicle is not the stratum 
corneum but a complete epidermis, which is 
the degenerated remains of the entire injured 
epidermis. Sweat collected, therefore, in the 
space between the regenerated epidermis 
and the old epidermis. 

On clinical grounds also these iesions are 
not typical of miliaria crystallina, which by 
definition is a vesicular, not bullous, erup- 
tion consisting of delicate, crystal-clear 
vesicles resembling dewdrops on the skin 
which never coalesce. 

On the basis of clinical, experimental, and 
histopathologic observations, the lesions 
which develop on areas of the skin treated 
with strong chemicals, heat or cold are not 
true miliaria crystallina. Perhaps a more 
appropriate designation would be “post- 
traumatic pseudomiliaria.” 

EXPERIMENT 2. 

In four young adult males a rectangular area 
of skin of the back, 5X10 cm., was treated with 
iontophoresis at the anode, using distilled water 
at a current density of 0.5 ma. for 15 minutes. 
One week later the subjects were sweated for 
three hours. Biopsy specimens were obtained 
before exposure to heat and at 30-minute intervals 
during the three hours of sweating from both 
the treated area and the normal skin of the 
contralateral side of the back. All specimens were 
fixed in Helly’s solution, serially sectioned, and 
stained with the McManus procedure controlled 
with disastase. 

Results 

Discrete, crystal-clear vesicles appeared 
only at the treated sites within one hour in 
all subjects tested. Some vesicles developed 
an erythematous halo after about two hours 
of profuse sweating. The treated sites re- 
mained anhidrotic. 

At the site treated with iontophoresis 
aggregates of Schiff-positive, diastase-resis- 
tant material filled the distal portion of the 
duct even before sweating had been induced. 
This was not seen in all the sweat ducts 
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Fig. 2 (Experiment 2) ‘stowanboneteally treated site after 30 minutes of sweating. 
Note plug of Schiff-positive, diastase-resistant material in the roof of the vesicle (arrow). 


McManus procedure; 


but was present in some of the ducts of all 
of the subjects tested. Other epidermal 
sweat duct units appeared entirely normal. 
A few epidermal sweat-duct units had an 
overlying parakeratotic scale but this was 
a relatively infrequent finding. After 30 
minutes of exposure to heat the distal pore 
was widely dilated, owing to the presence 
of large amounts of Schiff-positive, diastase- 
resistant material which completely filled the 
lumen of the distal duct. In some specimens 
rupture of the duct had occurred by this 
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reduced about 25% from mag. X 


time, as was evidenced by the separation of 
the epidermis at the junction of the granular 
layer and the stratum corneum. Under these 
circumstances the terminal portion of the 
duct filled with Schiff-positive, diastase- 
resistant material was present in the roof 
of the early vesicle (Fig. 2). Specimens 
obtained at 1 to 3 hours contained larger 
vesicles. The distal pore filled with Schiff- 
positive, diastase-resistant material in the 
roof of the vesicle remained a constant find- 
ing. 
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Fig. 3 (Experiment 2).—Untreated skin in a miliaria-prone subject after one and a half 
hours of sweating. Note the plugging of the lumina of the duct within the epidermal sweat- 
duct unit with Schiff-positive, diastase-resistant material. McManus procedure; reduced 


about 25% from mag. X 1200 


In one case, Schiff-positive, diastase- 
resistant material was found filling the 
lumen of the distal sweat duct in the un- 
treated, apparently normal skin of one sub- 
ject (Fig. 3). This subject was the only 
one of the group who had any past history 
of miliaria. Since these experiments were 
performed in the winter, this subject had 
not had miliaria for many months. A biopsy 
specimen of untreated skin prior to the 
induction of sweating was normal. How- 
ever, as sweating progressed the distal pore 
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filled with the Schiff-positive, diastase-resis- 
tant material on the control site in a manner 
identical with that of the treated site. How- 
ever, this filling of the distal duct was not 
complete until one and a half to two hours 
of profuse sweating had occurred. At this 
time the early lesions of miliaria were seen. 

Throughout this experiment at no time 
was there seen a “keratin plug” occluding 
the sweat pore. On the contrary, the diam- 
eter of the pore was increased in size, being 
distended by the large mass of Schiff-posi- 
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tive, diastase-resistant material which filled 
it. 

Comment 

The vesicular eruption which occurs in 
an area of skin treated with iontophoresis 
is identical with clinical miliaria crystallina. 
The primary alteration observed was a fill- 
ing with Schiff-positive, diastase-resistant 
material of the distal duct of an epidermal 
sweat-duct unit which otherwise appeared 
to be normal. As far as can be determined 
histologically, complete occlusion of the duct 
was produced. As sweating continued, rup- 
ture of the duct occurred just proximal to 
the point of occlusion. This was first seen 
as a separation between the stratum corneum 
and the granular layer of the epidermal 
sweat-duct unit. Sweat collected in this 
space, producing a vesicle with a maximum 
diameter of 2 to 3 mm. 

Shelley et al.,* in their study of miliaria 
following iontophoresis, were unable to visu- 
alize this Schiff-positive, diastase-resistant 
material since all of their sections were 
stained with hematoxylin and eosin. With 
this exception, our histopathologic findings 
are in agreement with theirs. 

In a recent publication. Hambrick and 
Blank ! reported on the histopathology of 
miliaria crystallina. They were unable to 
find any hyperkeratosis of the sweat-duct 
orifice. This is in accord with our findings. 
However, no plugs of Schiff-positive, 
diastase-resistant material were found in 
the epidermal sweat-duct unit or in the roof 
of any of the vesicles which they studied. 
Their Case 1 was a patient with pemphigus 
vulgaris in remission who had -been treated 
with glucocorticoid therapy. This patient 
developed recurrent asymptomatic dewdrop- 
like vesicles during his hospitalization. 

Their Case 2 had an asymptomatic recur- 
rent eruption consisting of dewdrop-like 
vesicles each summer. In this case the au- 
thors were dealing with a recurrent eruption, 
not the initial onset of the patient’s disease. 
The discrepancies in their findings and our 
findings may be based on the fact that, 
whereas we were studying the initial episode 
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of miliaria crystallina, Hambrick and Blank 
observed the end-result of repeated episodes 
of miliaria crystallina. As will be shown, 
secondary attacks of miliaria differ consid- 
erably in their histopathologic appearance 
from primary attacks of miliaria. 

Recently Cormia and Kuykendall ™ found 
that, after the subcutaneous injection of 
methacholine (Mecholyl) into patients with 
atopic dermatitis, hypertrophic lichen planus, 
and erythroderma, Schiff-positive, diastase- 
resistant material completely filled the lumen 
of the pore within the stratum corneum. 
Actual miliaria was not produced in these 
experiments. The authors concluded that 
poral hyperkeratosis was the basic lesion 
since there was hyperkeratotic plugging of 
the pore with the accumulation of this 
Schiff-positive, diastase-resistant material 
below the plug. 

These authors 1? also reported studies on a 
patient who had had repeated episodes of 
miliaria rubra. Here, too, Schiff-positive, 
diastase-resistant material completely filled 
the lurnen of the duct. In addition, the 
“keratin ring’ was swollen and had an 
amorphous and granular appearance. They 
concluded that the predisposition to miliaria 
may be due to an unusual reactivity of 
keratin around the pore. 


EXPERIMENT 3. 


In two subjects an area of the skin of the 
back was treated with iontophoresis at the anode, 
using distilled water at a current density of 0.5 
ma. for 15 minutes. One week later biopsy speci- 
mens were obtained before and after three hours 
of sweating from both the control and the treated 
side of the back. Additional specimens were 
obtained at 24 hours, 48 hours, five days, and one 
week after the initial episode of sweating from 
both sides of the back. 

One week after the first episode of sweating, 
sweating was again induced for three hours, and 
biopsy specimens were obtained from both the 
treated and the control side before and after 
sweating. Similar sweating procedures and ap- 
propriate studies were carried out at weekly in- 
tervals until four such episodes had occurred. 

All specimens were fixed in Helly’s solution, 
serially sectioned, and stained either with the Mc- 
Manus procedure controlled with diastase or with 
toluidine blue, buffered at pH 5. 
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Results 

The specimens obtained at one week re- 
vealed typical miliaria crystallina which fol- 
lows iontophoresis, that is, a sweat-retention 
vesicle containing a plug of Schiff-positive, 
diastase-resistant material filling the pore 
located in the roof of the vesicle as in 
Experiment 2. No change in keratinization 
was observed; no “keratin plug’ was 
present. 

Twenty-four hours later there was essen- 
tially no change in the microscopic appear- 


ance of the miliarial lesion. However, at 
48 hours spongiosis had appeared on either 
side of the epidermal sweat-duct unit. Little 
to no edema was present in the epidermal 
sweat-duct unit itself (Fig. 4). Five days 
after the initial episode of sweating the in- 
jured epidermal sweat-duct unit was in the 
process of regeneration. The degenerated 
epidermal sweat-duct unit, containing abun- 
dant Schiff-positive, diastase-resistant ma- 
terial within its residual lumina, formed the 
roof of the lesion. This regenerated tri- 


Fig. 4 (Experiment 3).—Iontophoretically treated site 48 hours after initial episode of 
sweating. Note spongiosis on either side of epidermal sweat-duct unit (arrows). McManus 
procedure; reduced about 25% from mag. X 1080. 








Dobson—L obitz 


659 





A. M. A. ARCHIVES OF DERMATOLOGY 


Old 


Fig. 5 (Experiment 3).—Iontophoretically treated site five days after initial episode of 
sweating. Note vesiculation adjacent to epidermal sweat-duct unit (arrow). McManus pro- 
cedure; reduced about 25% from mag. xX 1000 


angular-shaped parakeratotic cell mass 
corresponds exactly to the “keratin plug” 
as depicted by O’Brien.* In addition to these 
findings spongiosis had progressed adjacent 
to the epidermal sweat-duct unit so that 
actual vesiculation was present (Fig. 5). 
There were also large amounts of glycogen 
within the regenerating epidermal sweat-duct 
unit and the midzone of the adjacent epi- 
dermis. An accumulation of glycogen in 
these locations was observed in all subse- 
quent miliarial specimens. 
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‘ Following the second episode of sweating 
typical miliaria rubra was observed clin- 
ically and microscopically. Obstruction was 
due to’ the degenerated epidermal sweat-duct 
unit, which formed a parakeratotic kerati- 
nous mass overlying the lumen of the regen- 
erating epidermal sweat-duct unit (Fig. 6). 
Plugging of this new epidermal sweat-duct 
unit with Schiff-positive, diastase-resistant 
material did not occur, although this mate- 
rial was present in abundance within the 
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Fig. 6 (Experiment 3).—Iontophoretically treated site after second episode of sweating. 
Note obstruction due to degenerated epidermal sweat-duct unit forming a parakeratotic 


“keratin plug” (arrow). 


residual lumina of the degenerated epidermal 
sweat-duct unit. 

The lesions which were observed follow- 
ing the second episode of sweating were 
strikingly similar to the spontaneous lesions 
of miliaria pustulosa which were obtained 
from the abdomen of a psoriatic patient be- 
ing treated with ultraviolet light. A biopsy 
specimen of one of these lesions of pustular 
miliaria revealed a pustule overlying a re- 
generating epidermal sweat-duct unit. The 
degenerated triangular epidermal sweat-duct 
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McManus procedure; reduced about 25% from mag. X 1200. 


unit in the roof of the pustule producing 
the poral occlusion had its residual lumina 
completely filled with Schiff-positive, di- 
astase-resistant material (Fig. 7). 

After the third episode of sweating one 
week later similar, but severer lesions were 
observed. The parakeratotic mass containing 
the residual vesicular space was oval rather 
than triangular in shape and represented 
the degenerated sloughed epidermis adjacent 
to the epidermal sweat-duct unit in addition 
to the degenerated epidermal sweat-duct unit 
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Fig. 7 (Experiment 3).—Spontaneous miliaria pustulosa. Note the degenerating epi- 
dermal sweat-duct unit containing plugs of Schiff-positive, diastase-resistant material in the 
roof of the pustule (arrows). McManus procedure; reduced about 25% from mag. X 1200. 


itself (Fig. 8). Rupture of the pore under 
these circumstances occurred more deeply 
than that which followed the second episode 
of sweating. 

After the fourth episode of sweating, one 
week later, some epidermal sweat-duct units 
were the site of typical miliaria rubra 
severer than that seen at three weeks. The 
occluding keratinous mass had completely 
sloughed from other epidermal sweat-duct 
units, leaving the newly regenerated epider- 
mal sweat-duct unit with a widely dilated 
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pore containing fewer spirals and a lining 
of loose keratin material (Fig. 9). These 
pores were completely filled with the, Schiff- 
positive, diastase-resistant material such as 
that which occurred during the initial epi- 
sode of sweating (Fig. 10). 

Throughout this series of experiments no 
abnormalities were observed in any of the 
control biopsies. 

Comment 

As a result of these experiments a tenable 

theory of the pathogenesis of the miliarias 
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Fig. 8 (Experiment 3) 5 Tootopborélicatty creued site after third episode of sweating. 


Note obstruction due to oval, p 


eratotic mass (“keratin plug”) containing residual vesic- 


ular space (arrow). McManus procedure; reduced about 40% from mag. X 800 


can be formulated. We must agree entirely 
with O’Brien * and with Sulzberger and his 
co-workers 18 that a hyperkeratotic or para- 
keratotic plug is responsible for the poral 
occlusion in clinical (and experimental) 
miliaria rubra. For hyperkeratosis or para- 
keratosis to develop, however, previous in- 
jury must have occurred. The large amounts 
of glycogen which are present in the mid- 
zone of the epidermis of patients with 
miliaria rubra make it probable that this 
injury occurred at least three days before. 
Therefore, the “keratin plug” is of necessity 
a secondary and not the primary cause of 
miliaria. 

As a result of our observations on both 
clinical and experimental miliaria we must 
conclude that the Schiff-positive, diastase- 
resistant -material which arises from the 
secretory cells of the sweat coil ?* and pro- 
duces a plug in the sweat pore is the essen- 
tial anatomic lesion in all cases of miliaria 
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at their inception. As the original lesion of 
miliaria (a specific injury to the epidermal 
sweat-duct unit) heals a new epidermal 
sweat-duct unit regenerates. About one week 
after injury the injured degenerated epi- 
dermal sweat-duct unit is seen as a para- 
keratotic mass containing Schiff- 
diastase-resistant material in its residual 
lumina. This mass mechanically occludes 
in turn the newly regenerated epidermal 
sweat-duct unit, thus setting the stage for 
the next episode of miliaria. Since this 
sequence may continue indefinitely if sweat- 
ing is induced at weekly intervals, it is ap- 
parent that repeated episodes of miliaria can 
occur as a result of this mechanism. Since 
progressively deeper obstruction is produced, 
this se.ies of events can also explain the 
mechanism by which miliaria profunda re- 
sults from repeated episodes of miliaria 
rubra. 


positive, 
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Fig. 9 (Experiment 3).—Iontophoretically treated site immediately before fourth episode 
of sweating. “Keratin plug” has sloughed, leaving widely dilated pore containing lining of 
loose keratin (between arrows). McManus procedure; reduced about 25% from mag. x 960. 


The lesions which were observed follow- 
ing the fourth episode of sweating make it 
apparent that even sloughing of the para- 
keratotic “keratin plug” does not allow the 
free egress of sweat. The duct within the 
regenerated epidermal sweat-duct unit is 
still altered sufficiently so that Schiff-posi- 
tive, diastase-resistant material again accu- 
mulates within it, producing a complete plug. 
Thus the miliaria-crystallina-miliaria-rubra 
sequence can begin anew. 
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Summary and Conclusions 


Plugging of the distal sweat pore with 
Schiff-positive, diastase-resistant material is 
the initial anatomical alteration in all cases 
of miliaria at their inception. This leads to 
degeneration of the epidermal sweat-duct 
unit. The parakeratotic “keratin plug” rep- 
resents this degenerated epidermal sweat- 
duct unit. It is this degenerated epidermal 
sweat-duct unit which plugs the newly re- 
generated epidermal sweat-duct unit. In this 
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Fig. 10 (Experiment 3).—Iontophoretically scaaied site after fourth episode a sweating. 
Note plugging of pore with Schiff-positive, diastase-resistant material (arrows) as in Ex- 


periment 1. 
x 800. 


manner, a self-perpetuating process is estab- 
lished, provided that sweating occurs at 
weekly intervals. 

Hitchcock Clinic. 
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Some Effects of Topical Vitamin A upon Human 


| Epidermis 


LEAH FISHER, M.D., Beverly Hills, Calif., and FRANZ HERRMANN, M.D., New York 


In the past few years more and more in- 
terest has been focused on the action of -vita- 
min A upon the skin. Earlier investigators 
noted the effect on human and animal epider- 
mis following the oral administration of vita- 
min A. More recently the action of local 
applications of vitamin A has received in- 
creasing attention. However, as far as we 
have been able to discover, with the exception 
of one report by Reiss and Campbell,* until 
now systematic histologic studies of the local 
effects of vitamin A have been limited to 
observations on the epidermis of laboratory 
animals, 

Many matters concerning vitamin A and 
its effects upon the epidermis are still some- 
what controversial; and a review of some 
of the findings and opinions expressed in 
the literature appears worth while at this 
point. 


Observations in Laboratory Animals 


Effects of Deficiency or Systemic Admin- 
istration.—Moult demonstrated hyperkera- 
tosis and epidermal atrophy in rats deficient 
in vitamin A.1 Studer and Frey? induced 
proliferation of the epidermis in a series of 
rats treated with vitamin A orally for nine 


Submitted for publication March 16, 1956. 
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* Reiss and Campbell described thickening of 
the stratum granulosum and other histologic find- 
ings in senile human skin, resulting from topical 
application of Vi-Dom-A Creme containing 3000 
units of vitamin A palmitate per ounce (Derma- 
tologica 108:121, 1954). 


days, and then observed a reversion to nor- 
mal epidermis with continued administration 
of the same dose of vitamin A until the 
21st day. 

Ramalingaswami* in the past year has 
placed rats on a vitamin-A-deficiency diet 
and showed reduction in the thickness of the 
rat skin with atrophy of the basal and 
Malpighian layers of the epidermis and an 
increase in the keratin layer. 

Effects of Topical Application.—Sabella, 
Bern, and Kahn‘ found that vitamin A 
used topically on the rat skin resulted in an 
average increase in epidermal thickness to 
about twice normal. A notable increase in 
the extent of the stratum granulosum oc- 
curred with a decrease in rate of keratin 
formation. The effect was apparently entirely 
a local one, since untreated areas did not 
show any significant change. 

Flesch ® observed antikeratinizing activity 
of vitamin A, manifested by inhibition of 
hair growth in certain laboratory animals 
when treated locally with vitamin A oint- 
ment. He suggests that in the manner em- 
ployed in his studies, vitamin A has a direct 
local and probably nonspecific drug effect on 
the epidermis rather than a vitamin effect. 


Observations in Man 


Effects of Deficiency and of Systemic 
Administration.—In studies of vitamin-A 
deficiency, Frazier et al.,® Lehman and Rapa- 
port,’ Loewenthal,’ and others—more than 
10 years ago—established a relationship be- 
tween vitamin A and excessive epidermal 
keratinization in man. Nevertheless, vitamin 
A itself has never been found to be present 
normally in the epidermis. By means of 
fluorescence, Cornbleet and Popper ® found 
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the vitamin only in the subcutaneous fat. 
Jeghers 1° confirmed the finding that vitamin 
A was not present in the epidermis. 

There is considerable variation in the re- 
ports on the clinical action of vitamin A 
in the treatment of dermatoses. Peck and 
Chargin 1! found systemic administration of 
vitamin A to be of little value in the treat- 
ment of ichthyosis. Porter,!* upon discover- 
ing low plasma levels of vitamin A in six 
cases of keratosis palmaris et plantaris, in 
nine cases of ichthyosis, and in four cases 
of pachyonychia congenita, treated all with 
vitamin A by mouth. Benefit, however, was 
observed in only three of the patients with 
keratosis palmaris et plantaris, in one 
of the patients with ichthyosis, and in 
two of the patients with pachyonychia— 
notwithstanding the fact that the plasma 
levels rose to normal in all of the treated 
cases. Porter suggested that vitamin A has 
a restraining effect in the function of kera- 
tinization of epithelial cells. 

In a recent clinical study, Miescher ?* 
observed “more or less complete disappear- 
ance” of ichthyosis in seven subjects who 
ingested 200,000 or 400,000 units of vitamin 
A per day in a new, readily absorbed liquid 
vehicle. Discontinuation, however, was fol- 
lowed by reappearance of the ichthyosis 
within a few weeks. Observations of the 
blood level of vitamin A were indicative of 
disturbed utilization, rather than of insuf- 
ficient absorption of the normaily ingested 
vitamin. 

Savitt and Obermayer }* treated 11 pa- 
tients with senile keratoses by means of oral 
vitamin A and reported improvement in 
seven, Webster and Falk? reported good 
clinical results in two cases of pityriasis 
rubra pilaris treated with cortisone and vita- 
min A, but no change in the histopathologic 
sections. 

Effect of Topical Application—Flesch ® 
was one of the first to report on the topical 
use of vitamin A in man. He treated four 
cases of ichthyosis and one of epidermal 
dysplasia with the topical application of vita- 
min A ointment and noted decided reduction 
in the scaling process. 
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Because of the frequent lack of agreement 
in these reports, it appeared to us that it 
would be of interest to carry out further 
studies on the effects of local applications of 
vitamin A upon human skin. It seemed pos- 
sible that if topical vitamin A did actually 
cause an increase in the thickness of the 
epidermis, it might well prove an efficacious 
form of inunction for senile atrophic and 
wrinkled skins. It was therefore decided to 
carry out objective examinations of the ef- 
fects of vitamin A on human skin by means 
of planimetric measurement on _ histologic 
sections, similar to those employed by pre- 
vious workers on the skin of rats. 


Methods and Materials 


Eight volunteers—seven apparently healthy male 
medical students, 24 to 28 years of age, with no 
personal or familial history of skin diseases, and 
one healthy woman, 34 years old, with a similar 
negative history, were used for our studies. 
Physical examinations revealed no abnormalities. 
Our subjects were all accustomed to and continued 
on their u$ual well-balanced diets. 

Four skin biopsies were made from each subject 
before the beginning of the applications. Two 
specimens, about 0.5 by 1 cm. in size, were taken 
from each thigh. The excised skin was fixed in 
Bouin’s solution and stained with hematoxylin and 
eosin. 

After the healing of the sites of excision, four 
circular areas approximately 1 in. in diameter were 
marked off, each one adjacent to the biopsy areas 
on both thighs. 

Every subject was instructed to rub in the fol- 
lowing four products, one to each of the selected 
marked sites: (1) vitamin A palmitate in the 
emulsion base (emulsion base formula consisted 
of cetyl alcohol 30 gm., sodium lauryl sulfate 
[Duponol C] 1.5 gm., glycerin 15 cc., and distilled 


-water 103.5 cc.); (2) emulsion base alone; (3) 


vitamin A palmitate in sesame oil; (4) sesame oil 
alone. 

The concentration of vitamin A palmitate was 
100,000 units per gram of base. Each person used 
a measured amount of ointment daily, 0.0943 gm. 
by weight, which meant that approximately 9430 
units of vitamin A were rubbed in daily in one 
of the selected circular areas. Of the vitamin A 
solution in sesame oil, an amount weighing 0.0872 
gm. was used for each application; 8720 units of 
vitamin A, therefore, were rubbed into the other 
selected circular area (on the same thigh). The 
remaining two symmetrically situated areas of the 
other thigh were the control sites and therefore 
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VITAMIN A—EFFECTS ON EPIDERMIS 


Results of Planimetric Measurement of Epidermal Thickness 








Cut Surface of Epidermis, Sq. mm. 











Subject dex B irae of Group 1 (a) Group 1 (0) Group 2 (4) Group 2 (6) Group 3 
reatment 
(Weeks) Before After Before After Before After Before After 
E.C. M 3 6.7 8.5 6.7 5.8 6.0 5.2 6.1 7.0 
1.8. M 3 4.6 4.3 5.1 4.1 4.5 3.4 4.0 3.4 
T.K. M 3 5.8 4.9 6.6 5.0 6.7 4.7 6.3 5.3 
R.S. M 3 6.8 7.2 6.5 5.5 6.8 6.4 6.1 6.4 
L.M. F 5 4.5 4.4 4.9 4.8 4.4 4.1 5.3 4.7 
L.F. M 4 5.9 6.1 5.9 7.1 5.9 5.0 5.8 4.6 
a. M 3 6.2 5.4 6.0 5.1 6.3 5.3 5.5 5.3 4.55 
8.8. M 3 5.7 5.4 5.4 4.8 5.5 4.6 5.0 4.3 
Test sites: 1.in. in diameter each; dorsal aspect of thighs. 
Preparation of Sites: 
1 (a) Daily inunction of 9,430 units of vitamin A palmitate in emulsion base. 
1 (6) Daily inunction of plain emulsion base (control). 
2 (a) Daily inunctions of 8,720 units of vitamin A palmitate in sesame oil. 
2 (b) Daily inunctions of plain sesame oil (control). 
3 Daily ingestion of 200,000 units of oral vitamin A. 
received the corresponding “blank” vehicles, with- Results 


out vitamin A. Each subject rubbed the selected 
one of the four preparations into its specified area 
for two minutes daily, using a glass rod reserved 
for that particular preparation and area. 

At the end of three weeks, six of the eight sub- 
jects stopped treatment, and four additional biopsy 
specimens were taken—one from each treated area. 
The remaining male subject applied the ointments 
for four, and the remaining female subject for 
five weeks, after which periods the specimens 
were taken. The specimens were again fixed in 
Bouin’s solution and stained with hematoxylin- 
eosin. 

Twenty-five serial sections were cut from each 
of the 64 biopsy specimens. All were examined 
under the microscope. In addition, sections No. 
3, 5, 7, 11, 15, and 23 from each biopsy specimen + 
were thrown on a screen through a 10 X 10 mag- 
nification by means of a microscope projector. 
From these projections, tracings were made of 
the epidermis without the keratin layer. The trac- 
ings were measured by means of a compensating 
polar planimeter. The measurements were , per- 
formed in corresponding, equally wide, areas of 
each of the six sections. The measures obtained 
in the six sections were averaged, and the final 
result was recorded in square centimeters, as 
representing the mean thickness of the epidermis 
in that particular specimen. 

In addition, three months after discontinuation 
of the topical treatment, one of the subjects was 
given a daily dosage of 200,000 units of water- 
miscifle vitamin A (Aquasol A) by mouth, for 
a period of one month. An additional biopsy was 
then done, and the sections were prepared and 
measured planimetrically just as the prior ones 
had been. 


+ All specimens were subjected to one and the 
same procedure of fixation and preparation. 


Fisher—Herrmann 


Microscopic Examinations of Sections.— 
The keratin layer was not measured, since 
it is difficult to trace a loose basket-weave 
structure which through artifacts in prepara- 
tion has lost much of its cohesion and is so 
irregular in shape. 

The Table shows the average measure- 
ments (sq. cm.) of the epidermal cut sur- 
faces in each of our biopsy specimens. 

For the two groups (four series) of 
specimens, the following averages ensue 
from the tabulated figures: 


Group 1 
Sq. Cm. 
(a) Treatment with vitamin A in emulsion base 
Before 0.057 
After 0.057 
(b) Treatment with emulsion base alone 
Before 0.060 
After 0.052 
Group 2 
: Sq. Cm. 
(a) Treatment with vitamin A in sesame oil 
Before \ 0.057 
After 0.048 
(b) Treatment with sesame oil alone 
Before 0.055 
After 0.051 


It is apparent that these results failed to 
show any increase in epidermal thickness 
after the external applications of vitamin A. 
This applies both to the results obtained with 
the vitamin A in the emulsion base and 
those obtained with the vitamin in sesame 
oil. 

Actually, some (though perhaps not sig- 
nificant) diminution in epidermal thickness 
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followed the treatment with vitamin A in 
sesame oil, and a similar decrease of the 
mean values was apparent also in the speci- 
mens from the control sites subjected to 
inunctions with the plain vehicles, i. e., with 
the emulsion base not containing vitamin A, 
and with plain sesame oil, respectively. 

The epidermal thickness in the volunteer 
who had taken vitamin A orally for one 
month showed a similar diminution. 


Comments on Histologic Findings 


In view of the significant thickening of 
the epidermis produced by Sabella et al.* in 
rats upon external application of vitamin A, 
as well as in view of the observations by 
Studer and Frey? and Flesch® in similar 
animal experiments, the present failure to 
demonstrate any acanthosis of the human 
epidermis was quite unexpected. 

The slight decrease in epidermal thickness 
observed in most of the described experi- 
ments cannot be regarded as an effect of 
vitamin A, since the control sites treated 
with the blank vehicles alone showed the 
same change. This result might perhaps be 
interpreted as an effect of the (moderate) 
pressure employed during the frequently 
repeated inunctions with the rounded end 
of our glass rod. 


Conclusions 


1, Planimetric measurements carried out 
in histologic serial sections failed to reveal 
any increase in the thickness of the human 
epidermis at a circular site 1 in. in diameter 
which received approximately 9000 interna- 
tional units of vitamin A (palmitate) by 
daily inunctions for a period of three to five 
consecutive weeks. 

2. Planimetric measurements also failed 
to demonstrate any increase in thickness of 
the epidermis in the one subject whose skin 
was studied before and after oral ingestion 
of vitamin A palmitate 200,000 units per 
day for one month. 


Assistance in this work was given by Dr. Sonia 
D. Morrill and Mrs. Leona Mandol. 
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Contact Dermatitis from Algerian Ivy 


Report of Two Cases 


CLETE S. DORSEY, M.D., Pasadena, Calif. 


Introduction 


Three case reports of dermatitis from 
English ivy (Hedera helix) have appeared 
in the literature,** but, to my knowledge, 
dermatitis from Algerian ivy (Hedera 
canariensis) has never been reported. Re- 
cently, however, two patients were seen with 
moderately severe dermatitis which was 
traced to contact with juice from stems and 
leaves of this plant. After the attack of 
dermatitis both patients proved sensitive to 
English ivy as well. Since neither patient 
had ever before been sensitive to English or 
Algerian ivy it is suspected that a cross sen- 
sitivity to English ivy was produced by the 
intense reactions to Algerian ivy. However, 
the evidence for a true cross sensitivity was 
not conclusive. The purpose of this paper 
is to remind other physicians that both of 
these ivies—which are among the most 
widely cultivated of all plants—are capable 


of producing a severe contact dermatitis in. 


sensitized individuals. 


Report of Cases 


CAsE 1—A 34-year-old male physician pre- 
sented a pruritic, urticariopapular dermatitis over 
the extensor surfaces of both knees and over the 
dorsa of both hands and wrists. The four involved 
areas were diffuse and plaque-like, except at the 
periphery, where satellite linear streaks could be 
seen. 

A diagnosis of contact dermatitis was made. 
The patient then revealed that on six successive 
week-ends he had been engaged in uprooting a 
large patch of Algerian ivy. His knees and wrists 
(gloves were worn) became stained with the sap 
of the broken plants during the performance of 
this task. On the fifth such occasion a transient 
dermatitis appeared on the knees and wrists. The 
sixth exposure was followed in 48 hours by the 
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extremely pruritic dermatitis described above. A 
patch test to crushed leaves and stems of Algerian 
ivy taken from the growth remaining in the yard 
was applied to the patient’s right upper inner arm. 
Thirty-six hours later the patch had to be re- 
moved because of intense pruritis beneath it. An 
urticariopapular dermatitic reaction was present, 
which persisted for more than two weeks. The 
dermatitis of the knees and hands cleared also in 
about two weeks. A month later a patch test 
to crushed English ivy leaves was positive after 
36 hours. The erythema from this patch test also 
required approximately two weeks to disappear. 

This patient had red hair and a pale, freckled 
skin. However, except for attacks of miliaria 
rubra in hot weather, he had never previously 
experienced an episode of acute dermatitis. A 
seasonal rhinitis which had been present since 
childhood was the only other manifestation of an 
allergic disposition. 

Comment.—In this patient repeated con- 
tact with Algerian ivy was required before 
sensitivity was acquired. Apparently the 
toxic substance was contained in the sap, 
since he could handle the unbroken leaves 
with impunity. 

Case 2.—A 76-year-old retired minister pre- 
sented an urticariovesicular dermatitis in streaks 
and plaques over the extensor surfaces of the fore- 
arms, upper chest, and face. The clinical picture 
suggested poison oak dermatitis so strongly that 
this diagnosis was made. The patient denied con- 
tact with poison oak, but then siggested that his 
trouble was caused by juice of a broad-leaved ivy 
which he had been trimming in his yard a few 
days before. This suggestion was not taken 
seriously at the time since the picture seemed al- 
most diagnostic of Rhus dermatitis. Under ap- 
propriate therapy the dermatitis cleared in about 
three weeks, and the patient was dismissed. 

Several weeks later after the dermatitis pre- 
sented by Case 1 was proved to be caused by 
Algerian ivy, the second patient was contacted by 
phone. He reported that since seeing me he had 
experienced another attack of intense vesicular 
dermatitis of the face, which had resulted from 
brushing his face against some cut stems of the 
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Fig. 1 (Case 2).— 
Dermatitis resulting from 
the application of crushed 
Algerian ivy leaves to 
left forearm. Photograph 
taken 48 hours after 
application of leaves. 


same broad-leaved ivy which he had suspected 
previously. By phone he was instructed to bring 
in some leaves of this plant, and meanwhile to also 
patch-test himself to some of the crushed leaves 
so that the test could be read when he came in. 
Somehow he misunderstood the instructions. In- 


Fig. 2——Comparison of English Ivy and Algerian 
Ivy Leaves. The upper leaf is from an Algerian 
ivy (Hedera canariensis) plant. Note that the 
upper leaf has three points while the lower one 
has five. The upper leaf is the larger of the two, 
is slightly darker, and has a pigmented (red) 
stem. Other less obvious characteristics differ- 
entiate the two species. (For more detailed in- 
formation the reader is referred to G. M. 
pind siels stg lek the Canyaies. Lyies. e, 
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stead of applying a small patch as directed, he 
had covered his entire flexural forearm surface 
with crushed leaves. By the time he appeared for 
examination an acute vesicular dermatitis was 
present over the entire forearm (Fig. 1). It 
had appeared 36 hours after the application of the 
leaves. The dermatitis cleared after four weeks 
of.therapy, including corticotropin (ACTH) in- 
jections and cortisone ointments. Leaves of the 
causative plant (Fig. 2) were identified by Prof. 
G. H. -M.” Lawrence‘ of the Bailey Hortorium, 
Cornell University, as Hedera canariensis, com- 
monly known as Algerian ivy. Professor Law- 
rence also identified the English ivy which was 
used in patch-testing both patients (Fig. 2). 

Several months later this patient was. patch- 
tested to the juice of English ivy plants. Within 
12 hours an intense urticarial reaction had oc- 
curred. This reaction became vesicular, and an 
autosensitization reaction occurred which involved 
the entire left arm. This reaction did not subside 
for three weeks. 

This patient had an allergic history. He was 
very sensitive to poison ivy and poison oak leaves. 
In his opinion the dermatitis from common ivy 
was less severe than that which he had experienced 
from poison ivy. He also was sensitive to straw- 
berries, fresh pears, chicken, and chocolate. 
Within a few hours after he ate any of these 
foods a generalized erythematous, blotchy, urti- 
carial eruption would appear on his skin. Once 
the eating of cashew nuts had been followed by 
edema of the lips, face, tongue, and pharynx. 


Comment.—This patient’s sensitization 
period was less definite than in the first case. 
He remembered trimming the ivy a few 
times before without incident. Even after 
sensitization he could handle the unbroken 
leaves with immunity. Apparently contact 
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Fig. 3—Drawing of classical English ivy and 
two close variants. (Reproduced by permission 


of G. H. M. Lawrence of the Bailey Hortorium.) . 


provoke a reaction. Also, as in Case 1, a 


sensitivity to English ivy was present after 
the Algerian ivy dermatitis. 

To test the sensitizing properties of Al- 
gerian ivy juice, six normal persons were 
patch-tested to it. One person reacted to the 
test in 36 hours with a mild urticarial re- 
sponse which persisted for a week. He had 
trimmed Algerian ivy from a fence two 
weeks previously but had not experienced 
any dermatitis following this exposure. The 
other five persons did not react to the juice 
after applications to the same area of skin 
twice at weekly intervals. This confirmed 
what had already been obvious, namely, that 
the juice was not a primary irritant, but, 
because of the small number of persons 
tested, no conclusions as to its true sensitiz- 
ing potential can be drawn. 


Dorsey 


General Comment 


English and Algerian ivy (Fig. 2) are 
closely related species belonging to the um- 
belliflorae, Order 45 of Division 3 of the 
plant kingdom. This order contains three 
subgroups, the Araliaciae (sometimes called 
the ginseng family), the Umbelliferae, and 
the Cornaceae (the dogwood family). The 
Hedera (the ivies) belong to the Araliaciae 
and number five cultivated species. Other 
members of the Araliaciae will cause 
dermatitis. The Umbelliferae, very closely 
related to the Araliaciae, contain several 
plants capable of producing dermatitis, 
namely carrots, parsley and parsnip, and 
others, such as the various hemlocks and 
fool’s parsley, which may cause death if 
taken internally. 

English ivy has been widely cultivated in 
3ritain since 1850 but did not become popu- 
lar in this country until after 1920.7 It is 
found now throughout the United States 


Fig. 4—Drawing of some common variegated 
variants of English Ivy. (Reproduced by permis- 
sion of G. H. M. Lawrence of the Bailey Hor- 
torium. ) 
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both indoors and outdoors.’ Algerian ivy has 
increased in popularity very rapidly during 
the past 10 years, but is limited by the fact 
that it grows outdoors only in the Western 
Coastal states. Yet it is safe to say that in 
those states where it is grown there are 
probably hundreds of thousands of lawns 
which support a growth of it. Most of the 
large-leaved variegated ivies of the florist 
trade are of this species’; consequently as 
an indoor plant Algerian ivy may be found 
anywhere in the country. The other species 
of Hedera are not seen in the United 
States.? However, many variants of English 
and Algerian ivy are cultivated. Most of 
these species variants bear a strong resem- 
blance to the mother species and should not 
be too difficult to recognize as belonging to 
the Algerian or English species type. See 
Figures 3, 4, and 5 for illustrations of the 
commoner of these variants. These photo- 


Fig. 5.—Drawing of Algerian ivy and common 
variants. (Reproduced by permission of G. H. M. 
Lawrence of the Bailey Hortorium.) 
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graphs were supplied by Prof. G. H. M. 
Lawrence. 

Many plants are called ivies without being 
related to the Hedera. For example, Kenil- 
worth ivy, Boston ivy, German ivy (some- 
times also called Japanese ivy), ground ivy, 
marine ivy, and Cape ivy are not true ivies 
(i. e., Hedera). They are not related to 
each other and have not been reported to 
have caused dermatitis. Poison ivy is not 
related to the Hedera.: Neither is the com- 
mon house plant known as philodendron, al- 
though I have talked with dermatologists 
who were under the impression that it was. 
I am aware of one case report of philoden- 
dron dermatitis in the literature.® 

The leaves of English ivy were used in 
ancient times for medicinal purposes. A 
glucoside, hederin, has been extracted from 
its leaves. The leaves and berries are poi- 
sonous.® Children have been poisoned by 
eating the berries. In Europe cattle have 
been poisoned by eating the leaves.® 

I have,a suspicion that contact dermatitis 
from English and Algerian ivy is not rare. 
Both plants are extremely common. Both of 
the patients described above were seen in 
my practice within a period of two weeks. 
Perhaps in California, where people are out 
in their lawns all year around, dermatitis 
from this cause is commoner than in other 
parts of the country. However, its true in- 
cidence will not be known until dermatolo- 
gists patch-test questionable cases of contact 
dermatitis to the juice of these plants. 


Summary 


Two cases of contact dermatitis from the 
juice of Algerian ivy (Hedera canariensis) 
have been described. Dermatitis from this 
cause has not been previously reported in 
the literature. English ivy sensitivity was 
also present in both patients. This sug- 
gests, but does not prove, that patients who 
have been sensitized by one of these two 
plants will also be allergic to the other. In 
both cases contact with the unbroken leaves 
of Algerian ivy did not cause dermatitis. 

65 N. Madison Ave. (1). 
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Basal-Cell Carcinoma Metastatic from Skin to Lung 


ROBERT W. HUNTINGTON Jr., M.D., and NORMAN E, LEVAN, M.D., Bakersfield, Calif. 


Pulmonary metastasis from cutaneous 
carcinoma is relatively infrequent, and ex- 
tremely rare when the carcinoma is of 
basal-cell type. De Navasquez! reported a 
case with metastases in bones and lungs, 
and Lattes and Kessler? described two 
with widespread metastases, possibly in- 
cluding pulmonary lesions, the latter being 
demonstrable on roentgenograms but not 
confirmed by histologic examination. 

While a score or less of instances of 
basal-cell carcinomas metastatic to regional 
lymph nodes are generally accepted (e. g., 
References 2 to 7) attempts to determine 
the exact number of acceptably proved 
cases have been unrewarding. Thus, in their 
review of the literature Lattes and Kessler ” 
found 18 in addition to their own 2 cases, 
but several of these had already been re- 
jected by Montgomery® on the grounds 
that reexamination of the material showed 
the lesions to be of basal-squamous nature. 
Yet some early reports (e. g., Refer- 
ence 3) cited by most authors contain only 
brief descriptions of the histologic findings, 
without drawings or photographs, and thus 
cannot be subjected to similarly rigid cri- 
teria. The available information is sufficient, 
however, to allow of several generalizations: 
(a) While indeed rare, metastasizing basal- 
cell carcinoma is not unknown. (b) When 
such metastasis does occur, it is only after 
the primary tumor has existed for many 
years, with considerable enlargement and 
ulceration. 

To the available evidence that basal-cell 
carcinomas can metastasize we wish to add 
the present case. 


Submitted for publication Sept. 18, 1956. 

Department of Pathology, Kern General Hos- 
pital (Dr. Huntington); Department of Derma- 
tology, Kern General Hospital, and University of 
Southern California School of Medicine, Depart- 
ment of Dermatology (Dr. Levan). 
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1.—Basal-cell carcinoma of the nose, 20 


Fig. 
years’ duration. (Photo taken three years before 
death. ) 


* Report of a Case 


The patient was a white man who died at the 
age of 66 with a huge exophytic tumor of the face, 
arising near the nose, and, after many years, 
metastasizing to the lung. This tumor was pres- 
ent for approximately 23 years prior to the sub- 
ject’s death. It had received roentgentherapy in a 
desultory, unsuccessful fashion. The patient had 
refused surgery. Material obtained at biopsy in 
1948, three years before death, and at autopsy in 
1951, showed a _ typical adenocystic basal-cell 
carcinoma. Terminally there was destruction of 
the superior and nasal portion of the orbit, and at 
autopsy there were numerous nodular tumor 
masses in the lung histologically identical with the 
tumor of the face. Among the points meriting 
emphasis are the adenocystic structure and the 
squamous elements. Although the 
tumor was not seen by us in its early stages, its 
growth, the histologic pattern, and the long dura- 
tion seemed to weigh heavily against the possibility 
of origin from mucosal (i. e., nasal or orbital) 
adnexae as opposed to dermal adnexae. 

Summary of autopsy findings: On account of 
limitation of consent, the cranial cavity was not 
opened. The body was that of a well-developed, 
poorly nourished white male, 67 in. tall, weighing 
about 136 lb. A 5X6 ecm. cauliflower-like mass 
was present about the right eye and root of the 
nose. The lower border of the mass appeared 
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Fig. 2—Lesion of nose. 


somewhat necrotic. A 2X2 cm. purulent ulcer 
was noted at the base of the nose on the right. 
There were no palpable lymph nodes in the neck 
or elsewhere. The left lung weighed 220 gm. and 
the right 730 gm. The right lower lobe showed 
edema and patchy bronchopneumonia. The right 
upper and lower lobes both showed numerous 
scattered light-colored nodular masses, each ap- 
proximately 2 cm. in diameter. There was marked 
coronary sclerosis without occlusion, and a gastric 
ulcer was present. A small aneurysm of the aorta 
was located just above the deformity. The essen- 
tial findings on microscopic examination were 
arterial and arteriolar sclerosis, ulceration of the 
stomach, bronchopneumonia, and adenocystic type 
basal-cell tumor from the face and from the lungs. 
Sections of lung showed numerous well demar- 
cated areas made up of irregular cells with granu- 
lar cytoplasm and small dark nuclei, tending to 
form acinar structures which contained amorphous 


blue-staining material. Fibrosis and round-cell in-. 


filtration were conspicuous. Section from the mass 
on the face showed parakeratosis of the epithelium. 
The dermis was almost entirely occupied by 
acinar structures made up of irregular cells with 
granular cytoplasm and dark nuclei. (There was 
pale-blue-staining mucoid secretion in these 
glands.) These glands were found in masses 
separated by thin strands of fibrous tissue. The 
final anatomical diagnoses were as follows: basal- 
cell carcinoma (adenocystic type) of skin of nose; 
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Fig. 3.—Lesion of lung. 


secondary basal-cell carcinoma of lung; broncho- 
pneumonia; arteriosclerotic heart disease; gastric 
ulcer, and arteriosclerotic aneurysm of the aorta. 


2741 H. St. (Dr. Levan). 
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Hair-Follicle Nevus 


Report of a Case and a Review of the Literature Concerning This Lesion and 


Some: Related Conditions 


ARTHUR B. HYMAN, M.D., New York, and SIGMUND J. CLAYMAN, M.D., Perth Amboy, N. J. 


As far as we have been able to tell, after 
a thorough review of world literature, the 
lesion we are here reporting has not previ- 
ously been described in America. We have 
found only four or five papers, mainly in 
German, which deal with identical or similar 
cases. 


Submitted for publication Aug. 13, 1956. 

From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate Medical School (Chairman: Dr. Marion 
B. Sulzberger) and the Skin and Cancer Unit of 
the New York University Hospital. 


Report of Case 


A white man aged 48, in good health, had a 
lesion of 10 years’ duration, which grew slowly 
through the years. Slightly medial to and 2.5 cm. 
below the left lateral canthus he had a nodule 4 
mm. in diameter at the base. It was flesh-colored, 
and mound-shaped to give a two-tier effect. Its 
outer border had a rolled appearance. Three fine 
blond hairs projected from the center. It was 
symptomless, and there was no history of bleed- 
ing or change in color. The lesion was excised 


and healed without event. 


Fig. 1—Lower-power magnification of the tissue excised, showing the three large groups— 
(a), (b), and (c)—of pilosebaceous elements. 
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HAIR-FOLLICLE NEVUS 


Histologic Description 


The horny layer is of normal thickness and 
loosely laminated. This is, in some sections, in 
continuity with a large similarly laminated horny 
plug which presses into the tissue; in its center 
the keratin is denser and more compact. The plug 
obviously fils a dilated distorted follicle. The 
granular layer throughout is well formed, while 
in the wall of the follicle, just mentioned, it is 
thickened and the keratohyalin granules are coarse. 
The surface epidermis shows reduction in size 
of the rete ridges, but, sprouting from the epi- 
dermis of the follicle, there is one large prolonga- 
tion composed of branching pilosebaceous elements, 
as well as some smaller buds (Fig. 2). 

With low-power magnification the larger part 
of the tissue to one side of the dilated follicle 
shows three rather well-defined groups of hair 
follicles (Fig. 1). The small area of tissue to 
the other side of the large follicle shows part of 
another group. Each of the three groups is com- 
posed of closely set, highly differentiated, small, 
but on the whole, well-formed hair follicles.. The 
most superficial group, adjacent to the large 
keratin-filled follicle, shows the pilosebaceous 
elements more in diagonal sections, whereas the 
other groups show more in cross section (Figs. 
3 and 4). However, there is considerable variation 


in this according to the section examined. The 
walls of many of the small follicles are composed 
of all the normal layers and elements of follicular 
apparatus. -Many contain hair (Figs. 5, 6, and 7) 
in the center; some contain more than one hair. 
A considerable number show fusion of follicles. 
Others protrude into the surrounding tissue from 
the epidermal walls around central cystic spaces. 
A dozen or more irregular follicular prolongations 
may radiate from a single central cyst containing 
cross sections of six or more hairs (Fig. 5). 
Within the follicle walls, in many of the islets, 
there are large cells with pale-staining, reticulated 
and vacuolated cytoplasm, and relatively small 
nuclei, which obviously are sebaceous gland cells 
(Fig. 6). These are found individually or ir. 
groups of up to six or seven. The stroma is con- 
centrated around the three large groups, and the 
connective tissue is somewhat concentrically ar- 
ranged around the individual round, oval, or ir- 
regularly shaped pilosebaceous elements. On the 
whole, the stroma is loosely arranged and is com- 
posed of fine connective tissue fibers, a considerable 
number of fibroblasts, scattered small round-cell 
infiltrate, and histiocytes. No foreign-body type 
giant cells are seen, and no arrector pilorum 
muscle is identifiable. The vascular elements are 
not remarkable. In a few places the dermal papil- 
lae of follicles can be recognized. 


g. 2.—Higher-power magnification, showing large plugged follicle (a) and adjacent group 
of pla 2 —— (b). 
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Fig. 3.—Showing mostly cross sections of highly differentiated pilosebaceous follicles and 
cysts. r 


Fig. 4—Showing deepest group. 
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HAIR-FOLLICLE NEVUS 


Fig. 5.—Showing cystic elements in the deepest group with many follicles sprouting from 
the walls. Note hairs (a) in the large cyst. 


Fig. 6.—High-power magnification showing sebaceous gland cells (a) in the follicle walls. 
Note cross section of hair (b). 
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Previously Reported Cases 
Related to This Lesion 


The remarkable picture seen here imme- 
diately brought to mind 4 picture in Gans’? 
textbook. This was found to be almost iden- 
tical with our lesion. The case described by 
Gans, which he regarded as unique, was that 
reported by Fessler? in 1923. A girl, 12 


years old, had a firm hazelnut-sized tumor. 


in the skin of the left ear, just above the 
lobe. A nodule ‘had been present at birth 
and grew slowly in size. At the time of 
examination it was covered by normal epi- 


dermis, but showed a small fissure-like open- . 


ing from which there would occasionally 
drain some sebum-like material. It was 
adherent to cartilage. On excision it was 
found to be solid, and in the center there 
were numerous fine hairs. On_ histologic 
examination the corium was occupied by 
groups of large numbers of highly differ- 
entiated pilosebaceous follicles, which in 
many cases showed connection with a deep 
invagination of the surface epidermis. [ess- 
ler concluded that he was dealing with a 
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Fig. 7.—Longitudinal section through a follicle containing hair. 


teratomatous malformation of the skin and 
an associated hair-follicle hamartoma. 

Arzt * in 1926 and again,* but in a short- 
ened form, in 1935, described a lesion which 
he thought had close similarity to the lesion 
described by Fessler. A girl, 18 years old, 
had a nodule in the right nasolabial fold. 
Histologic examination of the excised tumor 
showed very elongated and distorted folli- 
cles, and epithelial strands, some connected 
with surface epidermis and others related 
to horn cysts within the cutis. In this case, 
too, there were sebaceous gland-like cells 
within epithelial buds and strands. How- 
ever, very few of the groups were suffi- 
ciently differentiated to form hairs, and there 
were areas of foreign-body type reaction. 

Moreover, in Arzt’s second publication ‘ 
there is a photograph of the patient which 
shows numerous symmetrically distributed 
papular lesions on the cheeks and nose, ob- 
viously to be regarded as “multiple sym- 
metric nevi of face” (in the sense of 
Jadassohn). Probably the patient had epi- 
thelioma adenoides cysticum, a fact which 
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Arzt mentioned neither in his original ar- 
ticle nor in his textbook. To our mind, both 
histologically and clinically, his case can only 
distantly be related to that of Fessler. 
Purtscher and Wendlberger® reported a 
case of a thumb-nail-sized tumor of the 
right upper eyelid in a girl, aged 9 years, 
who had Bourneville-Pringle’s disease. On 
histologic examination the surface epider- 
mis was atrophic. In the cutis there were 
many cystic spaces lined by epithelium and 
containing loose keratin. Some showed con- 
nection with the surface epidermis; others 
did not. Most of them contained short seg- 
ments of hair. Between the cysts there were 
sections of follicular elements in various 
stages of development, some of them with 
sebaceous gland-like cells in the walls. 
Though this individual lesion shows consid- 
erable similarity to the case of Fessler .and 
to the one we are herein describing, it obvi- 
ously was but part of Bourneville-Pringle’s 
disease, and not a single lesion without asso- 
ciated general pathology. Moreover, the 
tissue differentiation was not as highly de- 
veloped, as can be seen from the photo- 
micrograph. The case is probably best 
regarded as an example of the Balzer type 
of adenoma sebaceum, in which the histo- 
logic features are known closely to simulate 
those of epithelioma adenoides cysticum. 
The case described by Prinz ® more nearly 
resembles ours than do any of those we have 
been able to trace. A man, aged 31, noticed, 
on the tip of his nose, a small spot from 
which there sprouted small white hairs. It 
grew slowly through the years to reach the 
size of a cherry pit. Histologically the sur- 
face epidermis was not remarkable. The 
cutis was largely occupied by cystic spaces, 
from the walls of which there proliferated 
into the adjacent tissue “secondary and 
tertiary” pilosebaceous follicles. His picture 
also shows three groups of these elements. 
No arrector pilorum muscles were present. 
Among Allen’s* magnificent array of 
trichoepitheliomas, Plate 325 D shows fea- 
tures not without similarity to the 
“hair-follicle nevus.” It is a low-power 
photomicrograph ; so, with the lack of histo- 
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logic detail and in the absence of a clin- 
ical history, further correlation is not 
possible. 

Lausecker * reported a case of widespread 
lesions of trichoepithelioma, which had 
undergone malignant change and metastasis 
to nodes. Some lesions had cylindromatous 
features, and others showed cysts with follic- 
ular proliferations from the walls and many 
well-differentiated hair follicles with seba- 
ceous-gland elements. Certainly the histo- 
logic picture in part resembles that of our 
case, but the concomitant classic multiple 
trichoepitheliomas and the malignant changes . 
separate it from the “hair-follicle nevus.” 

Vilanova® and Rubio? each described 
one case under the term “follicular nevus.” 
However, these lesions were utterly different 
from what we are describing. Essential 
features in their cases were widely dilated, 
elongated, and plugged follicular ostia, 
ectopic apocrine glands, and hyperplasia of 
sebaceous glands, some of which showed 
infiltration and destruction by massive in- 
flammatory reaction. 


Comment 


There is a wide range of anomalies of 
the pilosebaceous-apocrine apparatus. There 
is also an interrelationship, either in the 
form of mixed types, of transition types, or 
of types which are histologically indistin- 
guishable from each other, among the mem- 
bers of the group of multiple symmetric 
nevi of the face: epithelioma adenoides 
cysticum, adenoma sebaceum, and syringo- 
mas. Although epithelioma adenoides cysti- 
cum is ordinarily multiple and symmetrical, 
single lesions are known. However, in both 
multiple and single types the histologic 
characteristics are the following: round 
cystic spaces containing keratin, walls com- 
posed of basal-like cells arranged in branch- 
ing islets, and foreign-body type infiltrates 
with giant cells. Well-formed hairs are not 
found, and though the relationship to follic- 
ular elements’ is clear, differentiation and 
maturation are poor. Sebaceous-gland cells 
are not seen. 
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The lesion we are describing is, in our 
opinion, best regarded as a highly differen- 
tiated hamartoma of the pilosebaceous ap- 
paratus, a close relative of, but not identical 
with, epithelioma adenoides cysticum. 


Conclusion 


As far as we know, this is the first case 
of “hair-follicle nevus” to be reported in 
American literature. 

The lesion showed histologically the 
presence of groups of numerous small, but 
well-formed, pilosebaceous follicles, in many 
cases forming hairs, 

Records of cases previously described in 
Continental literature are analyzed and com- 
pared. 


New York University Post-Graduate Medical 
School. 
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Discoid Lupus Erythematosus Following Trauma 


Report of Cases and Analysis of a Questionnaire 


ARTHUR B. KERN, M.D., Providence, R. I., and BENCEL L. SCHIFF, M.D., Pawtucket, R. I. 


In 1924, MacLeod,! listed the main the- 
ories concerning the etiology of lupus ery- 
thematosus as (1) local, (2) tuberculous, 
and (3) toxic or septic. Subsequent investi- 
gations have established the nontuberculous 
nature of the disease and have tended to 
confirm the concept of an underlying focus 
of infection or toxic process. 

However, occasional reports of cases in 
which lesions developed at sites of trauma 
suggest that at times local factors may play 
a role. King-Smith,? in 1926, reported on 
his series of 49 cases, 18 of which had a 
history of trauma prior to the appearance 
of lesions of lupus erythematosus. He also 
reviewed 30 cases which had been reported 
elsewhere, and 11 of them followed external 
trauma. During the subsequent years there 
have been reports in which the following 
types of trauma were incriminated: tattoo, 
friction,’ squeezing of comedones or pus- 


tules,8® blow from lumber,® insect bites,!°. 


operative scars,!! frostbite, sunburn, razor 
cut, and oil burn,® contact dermatitis,® 1%! 
lacerations from broken glass,’ and_ hot 
carbon.1° 


Report of Cases 


Case 1.°—A 32-year-old white man was first 
seen by us on Feb. 13, 1953, because of herpes 
zoster. Five weeks later he had completely re- 
covered, superficial whitish scars occupying the 
sites of many of the previous vesicles. On June 
2, 1953, he returned because of a new eruption 
which had developed 22 days before, nine days 
after he sustained a sunburn. In contrast to the 
previous painful dermatosis, the new one was 


Received for publication April 16, 1956. 

From the Department of Dermatology, Boston 
University School of Medicine (Herbert Mescon, 
M.D., Professor; Dr. Kern, Instructor; Dr. 
Schiff, Assistant Professor). 





Fig. 
erythemiatosus in segmental arrangement  cor- 
responding to sites of previous herpes zoster. 
(From Schiff, B. L., and Kern, A. B.: Brit. J. 
Dermat. 66:357 [Oct.] 1954, published by H. K. 
Lewis & Co., Ltd., London; photograph used with 
the permission of the publishers.) 

\ 


asymptomatic. Examination disclosed a striking 
eruption which was limited to the sites of the 
healed zoster lesions (Fig. 1). The individual 
lesions were erythematous and scaly, with raised 
borders and depressed centers which showed early 
atrophy, telangiectasia, and follicular plugging. 
Histopathologic studies confirmed the. diagnosis of 
discoid lupus erythematosus. 

Case 2.—A- 36-year-old white woman caught 
her nose in the zipper of a blouse in May, 1954. 
The resulting laceration failed to heal and the 
area of involvement gradually increased in size. 
At about the same time an asymptoniatic dermatitis 
developed on the scalp. When the patient was 
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1 (Case 1)—Lesions of discoid lupus 





Fig. 2 (Case 2).—Lesion of nose at site of 
trauma from a zipper. 


first seen in December, 1954, there was an area 
measuring 2.5 by 2.5 cm. showing erythema, 
sealing, and follicular plugging on the right side 
of the nose (Fig. 2). In addition, on the scalp 
was an area measuring 1.5 by 2.0 cm. of partial 
alopecia with erythema, scaling, and follicular 
plugging. A biopsy of the lesion of the nose was 
done, and the histopathologic picture was reported 
as being consistent with chronic discoid lupus 
erythematosus. 


Fig. 3 (Case 3).—Lupus erythematosus arising 
in scars from oil burn. 


A. M. A. ARCHIVES OF DERMATOLOGY 


Fig. 4 (Case 4).—Owing to the fact that scal- 
ing is mot seen in the photograph, the lesions 
which have arisen in scars due to fragments of 
a hand grenade are not demonstrated too well. 
However, the erythema at the base of the crater- 
like atrophic scars is evident. 


Case 3.—A 3l-year-old white man, sustained 
an oil burn on the right side of his face in Feb- 
ruary, 1942. Approximately six weeks was re- 
quired for healing, with residual scarring. Eight 
months later he noted the development of scaling 
and redness over the burned area. He was first 
seen by us in February, 1952, at which time the 
right cheek and the lids of the right eye showed 
erythema, scaling, and telangiectasia (Fig. 3). 


Fig. 5 (Case 5).—Typical erythematous scaly 
patch of discoid lupus erythematosus arising in a 
vaccination scar. 
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The diagnosis of chronic discoid lupus erythemato- 
sus was made, and biopsy revealed a consistent 
histologic picture. 

CasE 4.—A 30-year-old white man sustained 


‘injuries of the face from fragments of a hand 


grenade during World War II. The wounds 
healed, but redness and scaling persisted in those 
on the chin. A few years later similar change 
occurred in the other scars. When we first saw 
the patient in April, 1954, he presented lesions on 
the cheeks, chin, lips, and external ears. They 
showed elevated borders with depressed atrophic 
centers, erythema, scaling, and some follicular 
plugging (Fig. 4). Histologic sections from lesions 
of the lip and cheek were consistent with chronic 
discoid lupus erythematosus. X-ray of the soft 
tissues of the face revealed residual shrapnel frag- 
ments. 

Case 5.—A 24-year-old white woman first noted 
the appearance of lesions of the nose in 1951. 
One year later she was hospitalized with the diag- 
nosis of subacute disseminated lupus erythemato- 
sus. Under treatment she went into a state of 
remission and aside from the cutaneous lesions 
was asymptomatic when first seen by us in June, 
1954. Examination then revealed large areas of 
erythema, scaling, follicular plugging, and atrophy 
on the cheeks, forehead, and nose, and an area 
of alopecia, erythema, and atrophy on the scalp. 
In addition, the vaccination scar on the left arm 
(Fig. 5) showed the same type of lesion as was 
present on the face. 


Results of Questionnaire 


The following questionnaire was mailed 
to 400 dermatologists in the United States, 
its possessions, and Canada. 

I have, have not, observed cases in which lesions 
of discoid lupus erythematosus developed in sites 
of trauma. 

In the cases where it was observed the trauma- 
tized site was the only location in_____; and 
was accompanied by lesions arising upon normal 
skin in__ 

The causes of trauma in the respective cases 
were as follows (please indicate the number of 
times a given cause was responsible) : 

Replies were obtained from 266. There 
were 212 who stated that they had not ob- 
served cases in which lesions of discoid 
lupus erythematosus had developed in sites 
of trauma. Fifty-four reported in the affirm- 
ative, a total of 78 cases having been ob- 
served. 

In 66 of the 78 cases the answers to the 
second question were clear enough to tabu- 
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late. In 35 the traumatized site was the only 
area of involvement, and in 31 there were 
lesions of other parts as well. Of the latter 
group, it was mentioned in several instances 
that lupus erythematosus first appeared in 
the area of trauma and later on other parts. 
Usually, however, the reverse sequence was 
observed. 

It should be mentioned that there were six 
dermatologists. who replied that they had 
seen lupus erythematosus develop after sun- 
burn. Although sunlight should be included 
as a traumatizing agent, we were primarily 
interested in other types of trauma, and our 
questionnaire was worded in such a way 
that the reader would probably not consider 
sunlight in answering. Accordingly, these 
six cases have not been included in our 
tabulations. 

The following were reported as the trau- 
matizing agents: burns of different types 
(31 cases), blows from various objects (9), 
lacerations (11), scars (6), vaccination 
scars (3), subcutaneous injections (2), 
x-radiation (3), tattoo (2), frostbite (2), 
gunshot wound (1), lip biting (1), chilblains 
(one correspondent stated that this was re- 
sponsible in many of his cases), cutaneous 
planing (1), unspecified type of trauma (6). 


Comment 


On the basis of the reports in the litera- 
ture, our own five cases, and the results of 
the questionnaire there appears to be no 
question but that trauma, in at least some 
cases, may be an important factor in the 
pathogenesis of lupus erythematosus. It 
appears not unreasonable to assume, there- 
fore, that in an individual with a predispo- 
sition to lupus erythematosus by virtue of 
a focus of infection, tissue sensitization due 
to earlier infections, or some other obscure 
cause, trauma may by lowering the tissue 
resistance make the site of injury more 
susceptible to the development of a lesion. 

Schwartz et al.17 mention the fact that 
lupus erythematosus cannot be classified as 
an occupational disease, but that sunlight 
aggravates the condition, and they list it 
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among the diseases seen in persons who 
work in the sun. No other relationship be- 
tween lupus erythematosus and other types 
of -occupationai trauma is recorded in the 
text. However, in at least 18 of the 78 cases 
described by those answering the question- 
naire the lesions of discoid lupus erythem- 
atosus were of occupational origin. It is 
interesting to note that many of these pa- 
tients were accepted as having an occupa- 
tional disease and received workmen’s 
compensation. Combes, in his reply, men- 
tioned that in one of his cases of lupus 
erythematosus arising in a steel worker at 
the site of a burn from hot metal, only the 
original lesion and not the later ones was 
considered compensable. Another of his pa- 
tients developed a lesion of the cheek fol- 
lowing a steam burn and was awarded 
compensation for it; a year later when 
another lesion developed spontaneously on 
his chin the industrial responsibility was 
denied. 


Summary 


The literature concerning the role of 
trauma in inducing lesions of lupus erythem- 
atosus is reviewed. 

Five cases in which lupus erythematosus 
arose in sites of trauma are reported. 

A questionnaire concerning this problem 
was answered by 266 dermatologists. Of 
these, 54 reported on a total of 78 cases in 
which lesions developed at sites of trauma. 

Although it is recognized that the validity 
of some of the cases may be questioned, 
there, nevertheless, appears to be adequate 
evidence to support the contention that 
trauma, at least in some instances, is an 
important factor in determining the localiza- 
tion of lesions of chronic discoid lupus 
erythematosus. 


247 Waterman St., Providence, (Dr. Kern). 
251 Broadway, Pawtucket, (Dr. Schiff). 
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The Experimental Production of Acne by Penta- and 


Hexachloronaphthalenes 


WALTER B. SHELLEY, M.D., Ph.D., and ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


The experimental production of disease 
often permits close controlled observation 
denied the student of naturally occurring 
clinical states. In the past, we have success- 
fully employed this experimental approach 
to the problems of miliaria, tinea capitis, 
hidradenitis suppurativa, and contact der- 
matitis.'* The present report outlines our 
gross and microscopic observations on acne 
induced by the repeated topical application 
of an acneigenic naphthalene. The following 
section presents the salient findings of the 
natural history of this experimental acne in 
man. 


Method 


Thirty-one normal healthy white and Negro 
male adults from 25 to 35 years of age served 
as subjects. These men presented no evidence of 
acne at the beginning of the test. The study was 
divided into three parts. 


1. Acneigenic Properties of Various Chloro- 
naphthalenes—The following chloronaphthalenes 
were applied daily to the pina of the ear for 
30 days. Each compound was tested on three men 
in a 50% mineral oil suspension. 

mono- and dichloronaphthalene (Halowax 1000) 
tri- and tetrachloronaphthalene (Halowax 1001) 
penta- and hexachloronaphthalene (Halowax 1014) 
heptachloronaphthalene (Halowax 1052) 
octachloronaphthalene (Halowax 1051) 

2. Regional Survey.—Daily application of a 
mixture of penta- and hexachloronaphthalenes 
(Halowax 1014*) as a 50% suspension in min- 


Submitted for publication June 29, 1956. 

This study was supported by United States Pub- 
lic Health Service Grant 4232. 

From the Department of Dermatology (Dr. 
Donald M. Pillsbury, Director), University of 
Pennsylvania School of Medicine. 

*Supplied us by the Bakelite Co., 30 East 42d 
St. New York. 
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eral oil for 35 days to the following areas, which 
were left uncovered: 


back (scapular area) 5 men 
face (forehead and cheek) 5 men 
leg (calf) 3 men 
axilla 3 men 
scalp 3 men 
scrotum 3 men 
ear (pinna) 3 men 


Ten representative biopsy specimens were taken 
at 60 days after the first application. 

3. Experimental Acne of the Back.—Five sub- 
jects were treated daily with a mixture of penta- 
and hexachloronaphthalenes (Halowax 1014) as 
a 50% suspension in mineral oil. Large biopsy 
specimens were taken from each subject at 1, 2, 
3, 4, 5, 7, 12, and 16 weeks. Control observations 
on naturally occurring acne vulgaris were made 
on 30 biopsy specimens secured from 20 patients. 
All of the biopsy specimens in this entire study 
were serially sectioned and stained with hema- 
toxylin and eosin. 


Results 


1. Acneigenic Properties of Various 
Chloronaphthalenes——Only the penta- and 
hexachloronaphthalene mixture produced 
acne. The other four naphthalenes were 
entirely without effect. 

2. Regional Survey.—Acne was produced 
in each of the seven areas to \which Halo- 
wax 1014 was applied. Throughout all of 
the areas ran the common finding of the 
comedo. This was invariably present, but 
in the scalp the form was distinctly un- 
usual. Here the follicular masses of keratin 
seemed to extrude and be carried out along 
the shaft of the growing hair. The entire 
treated area showed worm-like comedo 
extrusions, which gave a bizarre clinical 
picture. The scrotum presented numerous 
cyst-like comedones. Every single hair fol- 
licle was involved. Comedones were the 
first stage of the experimental disease and 
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were uniformly present in all 31 subjects. 
Except on the scalp and scrotum, inflam- 
matory lesions subsequently developed with- 
in a six-month period. Indeed, in the axilla 
the inflammatory acne which developed pre- 
sented the characteristic clinical picture of 
hidradenitis suppurativa, with 
sinuses, and abscesses. 


nodules, 


3. Experimental Acne of the Back.—The 
results exceeded our expectations, Every 
man developed an alarming fulminant in- 
flammatory acne indistinguishable from acne 


conglobata (Grade IV acne). To our mu- 
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tual distress the lesions were not confined to 
the sites of application, but were extensive, 
appearing in distant areas to which the wax 
was transferred by the hands or clothing. 
The evolution of the disease was as fol- 
lows: Clinical comedones appeared within 
four to six weeks. Although all naphthalene 
applications were stopped at the end of two 
months, the chloracne continued to develop, 
Inflammatory elements (pustules, nodules, 
abscesses) unfolded over the period of the 
next few months, reaching a climax at the 
fourth month. The disease remained in this 








Fig. 1—Clinical examples of experimental chloracne. A, inflammatory acne of the forehead 
six months after start of chloronaphthalene inunction. Despite discontinuance of applications 
after two months, the eruption has persisted for nearly a year. B, noninflammatory acne of 
the back produced by the daily application of chloronaphthalene. Note comedones, many of 
which have grown to form actual papules. The histologic findings are shown in Figure 3. 
Each follicle was involved. Three months after this picture was taken, many of these 
lesions became inflammatory. C, inflammatory acne of the back produced by the daily applica- 
tion of chloronaphthalene. Histologic findings are shown in Figure 4. Note all the varying 
stages of acne are present. New inflammatory lesions kept appearing for many months. Four 
biopsy sites are to be seen. This skin was entirely normal before the test began. D, cyst-like 
follicular hyperkeratinization produced at each hair follicle on. the scrotum following daily 
taro 4 of chloronaphthalene for two months. All the sebaceous glands disappeared. See 

igure 2F. 
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kig. 2—Comparative regional histology of noninflammatory chloracne; reduced about 40% 
from mag. X 34. A, enormous hyperkeratosis produced by topical application of chloronaph- 
thalene to the scalp. B, tortuous comedones produced on face by topical application of 
chloronaphthalene. C, comedo of keratin produced in the ear concha. Note. perifollicular 
inflammatory infiltrate and the absence of sebaceous glands. D, comedo in the axilla. Note 

’ apocrine glands in the lower field are normal. Many of these comedones went on to inflamma- 
tory acne. -—E, comedo produced on the leg. Note absence of the sebaceous gland, which is 
its route of entry into the site. To the left of the follicle the site of the former sebaceous 
gland is filled with a round-cell infiltrate. Note arrector pili muscle just below infiltrate. 
F, comedo in the scrotum. All of the normally large sebaceous glands of this have disappeared. 
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active angry state for several months, slowly 
resolving over the next half year. Residual 
scarring, hyperpigmentation, and the other 
characteristic sequelae of acne conglobata re- 
mained evident at one year. 

Histologic findings: The histologic basis 
for the comedo, follicular hyperkeratini- 
zation, could be observed within one to three 
weeks. The changes were progressive, so 
that eventually the entire follicular append- 
age was transformed into a sac of keratin. 
This was accomplished by the metaplasia of 
the epithelial lining of the follicle, which 
became a keratin-synthesizing membrane. 

A second major finding was the disap- 
pearance of the sebaceous glands. In many 
specimens, sebaceous glands were absent or 
greatly diminished in size. This effect re- 
quired three to four weeks and was not 
universal, Gradually the glands returned 
months after the last application. In the 
scrotal biopsies the complete loss of 
sebaceous glands was especially remarkable, 
since the glands here are larger than any- 
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Fig. 3——Demonstration with serial sections that the so-called keratinous cysts 
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where else on the body. The involution of 
the glands is probably secondary to follicular 
occlusion and not a direct chemical effect. 
Strauss and Kligman (personal communica- 
tion) have found the same thing in acne 
vulgaris. 

With respect to the histologic sequence 
leading to inflammatory acne, the first prom- 
inent change was the perifollicular aggrega- 
tion of the polymorphonuclear leukocytes. 
This was followed by intrafollicular collec- 
tions of leukocytes. Both of these changes, 
seen in inflammatory papules, were accom- 
panied by microvesicles and abscesses with- 
in the follicular wall. The cardinal event, 
however, was the destruction of the fol- 
licular wall with the outpouring of the fol- 
licular contents into the dermis, leading to 


abscess formation (Fig. 4). Attention is 


drawn to the fact that this inflammatory 
sequence unfolded exclusively in follicles 
which contained well-developed comedones. 
A quite, different situation prevails in acne 
vulgaris, where inflammatory lesions usually 





are not 
blind cysts, but rather enormous sac-like comedones or keratinous sinuses which open to the 
surface; reduced about 30% from mag. X 47. A, “cyst-like” keratinous structure. B, same 
“cyst” 125u laterally showing comedo orifice. 
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Fig. 4—Development of inflammatory chloracne. A, huge comedo (reduced about 30% 





from mag. X 34) of the back showing actual rupture of the wall on the left. B, higher- 
power view (reduced about 30% from mag. X 105) of insert area of Figure A. Note destruc- 
tion of the wall and’ingress of myriads of inflammatory cells. 


do not develop from clinically prominent 
comedones. Significant numbers of bacteria 
were not found in inflammatory lesions, even 
in the abscesses, when sections stained for 
bacteria were examined. This is also gener- 
ally true of acne vulgaris (Strauss and Klig- 
man, personal communication). 

Incidental findings, not constantly present, 
included (1) an early nonspecific diffuse in- 
flammatory change, probably a direct toxic 

Fig. 5.—Terminal stage in resolution of chlor- 


acne. Mammoth comedo is being. engulfed and 
removed by inflammatory cells. 
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effect; (2) subepidermal edema; (3) pro- 
liferation of the endothelial cells of the ves- 
sels; (4) a basophilic fibrillar and granular 
material in the upper corium concentrated 
about the follicles; (5) a perivascular 
lymphocytic infiltrate. 


Comment 


In 1899, Herxheimer coined the term 
chloracne to describe an industrial eruption 
occurring in workers engaged in the electro- 
lytic manufacture of chlorine gas.> Orig- 
inally felt to be due to chlorine, the eruption 
was later shown to develop from contact 
with chlorinated organic compounds. Num- 
erous publications in the European literature 
established the entity of chloracne, and in 
1918 Wauer® described acne due to the 
chlorinated naphthalenes used by us in the 
present study. He labeled the acne Perna- 
krankheit, perna being an abbreviation for 
the perchloronaphthalenes. American reports 
began to appear. Jones and Alden in 1936 
reported 23 cases in 24 men working with 
chlorinated diphenyl.*? As the chlorinated 
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naphthalenes gained popularity as electrical 
insulating material, minor epidemics of oc- 
cupational acne appeared. These went under 
such titles as cable rash, Halowax acne (a 
trade name designate for chlorinated naph- 
thalene), Arachlor acne (trade name for 
chlorodiphenyl, also used in insulation), 
blackhead itch, and electrician’s rash. This 
problem has been reviewed in detail by 
Schwartz, Tulipan, and Peck,* and more 
recently in a comprehensive monograph on 
chloracne written in 1955 by Braun (138 
references, 30 photographs). 

Braun ® pointed out that occupational acne 
may result from chronic exposure to cutting 
oils (usually insoluble), coal tar (including 
pitch or distillate), chloronaphthalene, 
perchloronaphthalene, chlorodiphenyl, chlor- 
odiphenyloxide, trichloroxydiphenyl, para- 
chloronitrobenzol, hexachlorobenzol, 
chlorobenzol, various chlorophenols, and or- 
tho-2-chlorophenylphenol. It is the unique 
organic compound which induces the acne, 
since neither chlorine, naphthalene, diphenyl, 
benzol, nor phenol alone has any acneigenic 
action. Despite the fact that it is known that 
these compounds act in the circumscribed 
local area of contact, recent research has 
shown that in cattle it is possible to produce 
diffuse generalized hyperkeratosis (X dis- 
ease) by feeding chlorinated naphthalenes.’”: 
11 In man ingestion or inhalation of these 
chlorinated organic waxes and resins is very 
toxic. Many cases of fatal hepatic necrosis 
have been recorded. There also is suggestive 
evidence that internal intake may also pro- 
duce an acneiform eruption in man.*!? 

Experimental studies on chloracne have 
been limited. Braun *1* has recorded his 
experience with long-term applications of 
chloronaphthalene to the skin of a pig, a 
dog, six rabbits, and a man. The pig de- 
veloped little other than a pruritic dermatitis, 
whereas the dog and the rabbits showed a 
remarkable noninflammatory follicular 
hyperkeratosis. The 38-year-old human sub- 
ject developed pruritus and a papulofollicu- 
lar eruption one month after daily inunction 
of a 20% chloronaphthalene ointment to the 
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arm. Histologically, follicular hyperkera- 
tosis and spongiosis were found. More 
prominent changes were seen on the chest 
after 103 days of intermittent applications. 
Suskind '* has also succeeded in producing 
experimental chloracne in eight human sub- 
jects by the daily application of 20% Halo- 
wax 1014 for a six-week period. Hambrick 
and Blank }° have also studied experimental- 
ly induced chloracne in the rabbit ear canal, 
and recently Hambrick has extended these 
studies to man.!® This latter report contains 
an exquisite detailing of the early histologic 
changes in chloracne. 

The advanced inflammatory lesions of 
chloracne clinically mimic acne conglobata. 
A prominent difference is the conspicuous 
comedo formation in chloracne. His- 
tologically, and from the standpoint of 
pathogenesis, the transformation of the well- 
developed comedo of chloracne into an 
inflammatory abscess is another important 
difference. In chloracne, the abscess con- 
tains a jJarge keratinous “seed,” rarely 
present*in natural acne. Our tentative inter- 
pretation is that Halowax, a known irritant 
and toxic agent, piles up in the follicle, 
especially after the keratin plug has formed. 
Eventually the epithelial follicular wall is 
disrupted by the primary toxic effect of the 
chemical, enabling the follicular contents to 
escape into the corium, where again by the 
primary toxic effect a violent inflammation 
is provoked. The chloracne comedo is a 
“time bomb” which eventually explodes. This 
may take many months, the tissues finally 
succumbing to the prolonged action of the 
irritant. Chloracne thus appears to be a 
chemical dermatosis due to the primary toxic 
effect of the chloronaphthalene. Some addi- 
tional property of Halowax is necessary to 
explain the development of comedones, for 
there are many types of chemical irritants 
which evidently lack this capacity. Irritation 
of the follicular wall, however, is doubtlessly 
a contributing factor in hyperkeratosis. 


Summary 
The long-term daily topical application of 
50% penta- and hexachloronaphthalenes in 
Vol. 75, May, 1957 
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mineral oil invariably led to the experimental 
production of acne in 31 human subjects. 
Both inflammatory and noninflammatory 
lesions were produced in the form of come- 
dones, papules, pustules, and cystic masses. 
In its final form the eruption resembled acne 
conglobata. 

Chloronaphthalenes were found to be ac- 
neigenic in man in every area of the body 
tested. 

The transformation of the comedo. into 
an abscess was interpreted as a primary 
chemical effect of the chloronaphthalene. 

Duhring Laboratories, University of Pennsyl- 
vania. 
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The C-Reactive Protein in Diseases of the Skin 


HOWARD YAFFEE, M.D., Ann Arbor, Mich. 


Introduction 


The C-reactive protein is a globulin, prob- 
ably formed in the liver, which appears in 
the sera in response to neoplasia, necrosis, 
and inflammation. It is not found in normal 
serum. Although a nonspecific indicator of 
infection, it is quite sensitive. It has en- 
joyed current usage as a more delicate index 
of inflammation than the sedimentation rate 
in acute myocardial infarction and rheumatic 
fever. 


It has been suggested that the response to 
C-reactive protein may represent a threshold 
effect to a certain level of stimulus.1 Since 
inflammatory stimuli vary qualitatively and 
quantitatively, it would be of interest to note 
the provocative power of individual derma- 
toses with special reference to the depth of 
the process (epidermal, dermal, deeper tissue 
involvement), systemic ramifications, or 
complications, in eliciting a positive C-reac- 
tive protein. Accordingly, 56 hospitalized 
male patients, 44 white and 12 Negro, were 
studied. 


Methods and Criteria 


The measurement of the C-reactive protein 
(hereafter abbreviated as CRP) was. performed 
with antisera provided by Schieffelin & Company, 
New York, using the capillary tube method of 
Anderson and McCarty.’ After incubation of the 
patient’s serum, obtained in all instances from 
venous blood, with CRP antiserum at room tem- 
perature for four hours, the material was re- 
frigerated for 18 hours and then read. A trace 
reaction is significant since the protein is not found 
in normal serum. Reactions were crudely quanti- 
tated from 1-6 plus, (each plus roughly equaling 
1 mm. of precipitate.) 

Received for publication Sept. 12, 1956. 

From the Veterans Administration Research 
Hospital, Northwestern University Medical Cen- 
ter, Department of Dermatology, Herbert Rattner, 
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Each patient was carefully examined in an 
attempt to delineate the most trivial pathology. 
This was done because it is known that minor 
inflammatory conditions as basic as a periapical 
dental infection may cause a positive test. 


The following studies were performed in each 
case: WBC, differential count, hemoglobin, 
hematocrit, sedimentation rate, urinalysis, STS, 
complete dental examination with appropriate x- 
rays, x-ray of chest, CRP, and careful clinical 
evaluation daily. 

Since the patients included in this study 
were those of a general hospital population 
admitted primarily for diagnosis and treat- 
ment of diseases of the skin, this series may 
be skewed in favor of chronic or serious 
cutaneous affections, extensive, recalcitrant, 
and severer than ordinarily observed in rou- 
tine office practice. 

Thirty-two patients were noted with 
positive CRP. In this group were 5 pa- 
tients with psoriasis, (1 with associated 
dermatofibrosarcoma protruberans), 10 with 
dermatitis, (dermatitis venenata, exfoliative 
dermatitis, secondary to drug, atopic erythro- 
derma, nummular eczema, and dermato- 
phytosis with marked secondary infection), 
and 17 patients with other dermatoses, in- 
cluding rheumatoid juxta-articular nodules, 
sclerodactyly, serum sickness, penicillin 
urticaria, prurigo mitis, dermatitis herpeti- 
formis, sycosis barbae, folliculitis, pilonidal 
cysts, scrofula, (negative CRP prior to fluc- 
tuance and drainage), Sulzberger-Garbe 
syndrome with staphylococcus aureus sep- 
ticemia, multiple furuncles, arthritis with 
associated toxic erythema, and _ keratosis 
palmaris et plantaris. 

Twenty-four patients were studied with 
negative CRP results. Of these, 9 patients 
had dermatitis; 5 had psoriasis, and the re- 
maining 10 patients had discoid lupus ery- 
thematosus, inactive rheumatoid arthritis 
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with juxta-articular nodules, ochronosis, 
(evidence of the noninflammatory nature of 
this disease), nodular vasculitis, pemphigus 
vulgaris, bullous erythema multiforme, bul- 
lous reaction to insect bites, latent syphilis, 
food urticaria, and mild infectious eczema- 
toid dermatitis. 


Comment 


In general, in the group with positive CRP 
tests, dermatitis tended to be widespread, 
covering in large surfaces of the body; yet 
in some instances, local damage was less 
severe than in patients whose CRP’s were 
negative. It is interesting that six patients 
were noted with negative CRP tests and 
quite severe degrees of bullous dermatoses. 
Three patients had dermatophytosis with 
severe bullous id reactions ; the remainder of 
this group of six had pemphigus vulgaris, 
bullous erythema multiforme, and bullous 
reaction to insect bites. None of these pa- 
tients presented the hallmarks of infection 
(increased WBC, differential, sedimentation 
rate, or fever). 

The experimental work of Stollerman 
and his associates * on the failure of adrenal 
steroids to suppress the CRP until the 
pathological process of inflammation is con- 


trolled is well illustrated in five of our cases . 


receiving prednisone over long peroids for 
serious diseases. The CRP reaction re- 
mained positive until clinical remission was 
achieved, as contrasted with the rapid anti- 
phlogistic responses of defervescence and 
drop in sedimentation rate. The most strik- 
ing example of this was in a 42-year-old 
white man with exfoliative psoriasis and 
rheumatoid arthritis maintained on 60-80 
mg. of prednisone daily, who had 6+CRP. 
This did not fall, despite a prolonged course 
of the drug, until clinical control was estab- 
lished, which was five months in duration. 

The CRP (identified by its ability to pre- 
cipitate with somatic C polysaccharide of the 
Pneumococcus), although more sensitive 
than the sedimentation rate in rheumatic dis- 
orders, is not exquisite. In three patients 
with erythema marginatum and chorea, 
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Stollerman! found negative CRP tests. 
Similarily, patients in their group and one 
of our patients were persons with rheuma- 
toid arthritis, juxta-articular nodules, and 
negative CRP responses. 


Summary 


The C-reactive protein was evaluated as a 
criterion of inflammation in 56 hospitalized 
male patients with various skin diseases. 
Among these, there were 32 positive reac- 
tions varying quantitatively from trace to 
6+ ; 24 patients were negative. 

The interpretation of this reaction must 
be guarded, since trivial conditions, which 
may be easily overlooked, such as dental 
sepsis, may result in a positive CRP, which 
may be erroneously attributed to the condi- 
tion under investigation. Consequently, this 
test is of limited value as an office procedure. 
A negative test, however, gives one con- 
siderably more information. Hence, a pa- 
tient with neurotic symptoms, not on an 
organic basis, will have a negative CRP, 
while the patient with organic disease is 
more likely to have a positive reaction. 
Similarly, if it is true that patients with 
erythema multiforme have negative reactions 
in the uncomplicated case, a positive reaction 
may indicate the presence of an underlying 
cause such as tumor, infections, etc. 

Another possible application of the test 
is inthe investigation of the focus of infec- 
tion. Since trivial inflammation is said to 
provoke a positive reaction, negative test in 
office practice may preclude the necessity of 
further time-consuming and expensive in- 
vestigative procedures; thus, for example, 
the patient with chronic urticaria is spared 
additional expense. 

The lack of specificity of the C-reactive 
protein reaction places it in the group of 
adjunctive laboratory procedures of limited 
use as a screening aid and in following the 
course of certain disorders. 

1919 Northwood Apartments, North Campus. 
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Extensive Koebner phenomenon in lobectomy scar observed by Dr. Arthur W. Stillians, of 
Chicago. The area had at one time been the site of psoriasis. (Photos by Hal Litz.) 
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Investigative and Clinical Studies with Diascopy 


in Dermatology 


LEON GOLDMAN, M.D.; HAROLD PLOTNICK, M.D., and ISAY BALINKIN, Ph.D., Cincinnati 


Diascopy has long been accepted as a 
diagnostic aid in clinical dermatology, 
chiefly for the examination of the lesions 
of lupus vulgaris. For this reason, perhaps, 
diascopy is not used commonly in clinical 
dermatology in North America. 


However, diascopy is of value in the ex- 
amination of skin lesions other than lupus 
vulgaris. It is, therefore, pertinent to re- 
view critically this old technique. Stokes 
has long emphasized the more general use 
of diascopy and indicated its value for pig- 
ment changes and intracutaneous nodules. 
He wrote that “infiltrated plaques and scar- 
ring lesions should always be inspected 
under glass pressure.”! Andrews also em- 
phasized the general use of diascopy by 
defining the diascope as “a glass plate 
pressed against the skin for observing an- 
atomic changes other than those of conges- 
tion.” 
surface skin color as affected in part by the 
filling of the capillary vessels and the in- 
fluence of diascopy in the induction of a 
circumscribed area of anemia.* 


Types of Diascopes 


Diascopes have been made of various 
types of transparent materials in various 
shapes and sizes. Originally, glass slides 
and watch crystals were used. Ahlswede * 
described a glass instrument with small 
side handles. A long curved thick glass 
diascope was popular in European clinics, 
and recently Plexiglas copies of this were 
made.® This plastic has approximately the 

Submitted for publication Aug. 20, 1956. 

From The Department of Dermatology of the 


College of Medicine and the Department of 
Physics of the University of Cincinnati. 


Rothman discussed the factor of . 


same index of refraction as glass (Plexi- 
glas= 1.488, common variety of glass=1.5- 
1.7). Some dermatologists clear the skin 
first with an oil before diascopy. Recently 
diascopes have been made with holes in 
some portions so that superficial electro- 
surgery may be done with bleeding reduced 
by pressure of the diascope. When such 
holes are placed in the curvature of a pure 
plastic diascope, resistance to fracture is 
reduced. Special small plastic aids have 
been developed for work with electrosurgery 
rather than primarily for diascopy. 


Investigative Studies with Diascopy 


It appeared to us that there was more to 
diascopy than the simple blockage of blood 
flow in the superficial plexuses of the skin. 
The color of the skin is dependent on two 
groups of factors as follows: 

A. Physical factors (reflection) 
. Reflection at the surface layer 
. Absorption of surface layer 
Transmission 
. Diffusion 
. Scattering 
. Thickness of the skin 
. Structure of the skin 
B. Chemical factors (colorants) 
. Carotene 
. Melanin 
. Melanoid 
. Oxyhemoglobin 
. Reduced hemoglobin 
. Blood plasma 
. Subcutaneous fat 

In an effort to determine what changes 
occur in the color of normal or cadaver skin 
when diascopic pressure is applied, the Gen- 
eral Electric automatic recording photoelec- 
tric spectrophotometer, developed by Hardy, 
was employed, 
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An object, such as an area of human skin, 
is placed against an opening in photometric 
sphere where it is illuminated successively 
with narrow light bands from the violet to 
the red end of the spectrum, 400 to 700 mil- 
limicrons (mp). Intermittently, the same 
range of the spectrum is directed to a white 
standard placed against a neighboring open- 
ing. The relative amount of light at one 
particular spectral band reflected by the 
sample is recorded as a curve of color in 
the coordinate plane of wave length vs. per- 
cent reflected light. A curve so recorded 
represents an objective (physical) measure- 
ment of a color. What we see and call the 
color of the skin is a subjective interpreta- 
tion of the light modified by the physical and 
chemical processes going on on the surface 
and below the surface in the various por- 
tions of the human skin. 

The many factors mentioned as influenc- 
ing the color of the human skin indicate the 
complexity of the phenomenon. For ex- 
ample, even today, research laboratories, de- 
veloping improved photographic materials, 
cannot produce a sufficiently good imitation 
without resorting to live human models for 
their photographic “proving grounds.” 

Edwards and Duntley ® in their classical 
publication were the first to use the Hardy 
spectrophotometer to make a study of the 
pigments and color of living human skin. 
They reported the variations in color as af- 
fected by the distribution of the arterial and 
venous blood carotene, and discovered a pig- 
ment substance which they called melanoid. 

An example of such a curve is shown in 
Figure 1. The curve designated A has a 
rather complex structure, which is not sur- 
prising, considering the complex nature of 
the phenomena associated with the modifica- 
tion of the light reflected from human skin. 
It is seen that some light in every part of 
the spectrum is reflected. Moreover, the 
curve has three pronounced dips, which in- 
cidentally cannot be duplicated by any 
known pigment. 

We are to look upon the skin as consist- 
ing of a Series of different layers of hetero- 
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Fig. 1—Per cent reflectance curve of thenar 
eminence,* left palm, without diascopic pressure 
(A) and with diascopic pressure (B). 


geneous materials each with its own 
structure capable of modifying the incoming 
light selectively for each wave length. The 
reflected light represents a fraction ex- 
pressed as percent of the impinging light. 
The comparison sample in our measure- 
ments was represented by a piece of white 
Vitrolite plate whose tristimulus values, 
certified by the National Bureau of Stand- 
ards (V3-G98), were X=0.8632, Y= 
0.8797, and Z=1.0222 in comparison with 
freshly prepared MgO. 


While the curve itself represents a com- 
plete description of an examined skin and 
tissue, sometimes a specification of color 
in terms of its three psychophysical at- 
tributes, namely, dominant wave length, 
luminous reflectance, and purity, may be de- 
sirable. By a proper procedure based upon 
standards adopted by the International Com- 
mission on Illumination (C. I. E.), these 
attributes can be calculated.” Finally, they 
are expressed in their psychological. cor- 
relates of hue, lightness, and saturation. 
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Whatever modification in color is being 
made, there is a change in the color curve 
and a corresponding change in any or all of 
the three color attributes. The skin can, 
therefore, become of redder, same, or yel- 
lower hue; be lighter, same, or darker, and, 
finally, have higher, same, or lower satura- 
tion. These are the only color changes pos- 
sible. 


Changes in Color with Diascopy 


A, Living Skin.—As mentioned previ- 
ously (Fig. 1), curve A shows a record of 
the living skin from the thenar aspect of 
the palm without the application of diascopic 
pressure. The site was selected because of 
the relative ease with which the subject can 
apply the palm to the aperture in the in- 
tegrating sphere of the spectrophotometer. 
Proper care was taken to cover the opening 
completely without exerting undue pressure 
so as to avoid hyperemia. 

When diascopic pressure was applied in 
the form of a glass plate covering the aper- 
ture, the spectrophotometric — reflectance 
curve B in Figure 1 was recorded. One ob- 
serves pronounced changes which have 
taken place throughout the whole spectral 
region. These changes can be described as 
follows: ; 

1, Between 400 and 600 my, there is an increase 
in reflectance up to 18%. 

2. Between 600 and 700 my, there is a decrease 
in reflectance up to 13%. 

3. Where the two curves cross, in the orange 
part of the spectrum, there is an invariant wave 
length at which the reflectance is independent of 
the applied diascopic pressure. 

4. The characteristic pair of absorption bands 
of oxyhemoglobin at approximately 542 and 578 
mp are flattened out in diascopy. 

5. A change in dominant wave length from 593 
to 581 my corresponds to a hue shift toward yel- 
low. 

6. A change in reflectance from 38.8% to 49.3% 
corresponds to a lightening of the skin color. 

7. A change in purity from 23% to 21% cor- 
responds to a lower saturation. 

These changes are in substantial accord 
with the measurements made at the National 
Bureau of Standards on the pallor of living 
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human skin induced by applying a blood- 
pressure sleeve serving as a tourniquet.® 

In living tissue, the process of diascopy 
is complicated by physical changes such as 
reduction in the blood circulation, along with 
blood pigment changes from oxyhemoglobin 
to reduced hemoglobin. When the capillaries 
are partially deprived of blood by diascopy, 
the reflection is increased up to* about 600 
my because less light is being absorbed by 
the reduced hemoglobin and also more light 
is now being reflected by the subcutaneous 
tissue. At wave lengths higher than 600 mz, 
more light is being reflected by the reduced 
hemoglobin under diascopy. 


B. Cadaver Skin.—A similar study was 
made on the color of abdominal cadaver skin 
which was refrigerated for 48 hours after 
necropsy. The spectrophotometric curves 
are shown in Figure 2. As is seen from 
these curves, there is a significant difference 
between the living and cadaver skin. But 
even more interesting is that with diascopy 
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Fig. 2—Per cent reflectance curves of abdom- 
inal skin 48 hours after necropsy (preserved in 
deep freeze) showing effect of diascopy (F) as 
compared with uncompressed tissue (£). 
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Colorimetric Data* for Skin: Vitrolite Standard, Illuminant C 








Without Diascope 


With Diascope 





Subject Dominant Reflectance 
Wavelength % 
Mz 
Thenar eminence_-__..----...-.--- ie 593 38.8 
Cadaver abdominal skin........-..- 581 50.0 


Purity Dominant Reflectance Purity 
% Wavelength A % 
Mz 
23 581 49.3 21 
24 579 42.9 21 





* From International Commission on Illumination, 


the reflection is lower in every part of the 
visible spectrum. Thus, the two curves do 
not cross each other. 

The reduction in reflection can be ex- 
plained by the physical state of the tissue 
subjected to pressure. There is a good pos- 
sibility that some of the air present in the 
tissue is expelled, reducing the amount of 
internal interfacial reflections and diffusion. 
Light can penetrate deeper, and the absorp- 
tion is greater. This is analogous to the 
darkening effect when clear and colorless 
water fills the pores in dry clay, textiles, and 
other porous materials; they are darker 
when wet. 

In the Table calculated colorimetric values 
are given for each of the cases studied. It is 
interesting to note that the hue (dominant 
wave length) of the thenar. eminence with 
diascopic pressure is the same as that of the 
cadaver skin without diascopic pressure. 


Clinical Studies of Diascopy 


In order to study critically the value or 
lack of value of diascopy, diascopes were 
used in the routine examination of common 
and rare dermatoses. For the sake of 
brevity, the lesions are listed in general 
groups with the result of diascopy. In most 
instances, the curved plastic diascope was 
used. 


Vascular Type Lesions 


Angioma.—Diascopy shows depth of vas- 
cular channels by degree of obliteration of 
portions of ‘esion; complete blanching 
means superficially located lesions; simi- 
larly, diascopy may aid in _ following 
progress of an angioma under therapy. In 
some cases of acquired angiomata in adults, 
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diascopy revealed trabeculae on deep pres- 
sure. If central puncta persists on deep 
pressure of a spider angioma, this lesion 
cannot be cured, even with deep electro- 
coagulation. Light pressure may reveal the 
pulsations of a pulsating spider angioma. In 
one case of angioma of the tongue, diascopy 
revealed the true extent of the deep infiltra- 
ting lesion. 

Telangiectasia.—In_ poikiloderma, some 
of the superficial pattern may be obliterated. 
In one case of Rothmund’s syndrome, some 
partial obliteration was shown. There was 
a similar picture with congenital familial 
hereditary "telangiectasia. The periphery of 
localized scleroderma was made more evi- 
dent by blotting out superficial telangiectasia. 
Deep pressure revealed deep telangiectasia 
about local deposits of hydrocortisone and 
its analogues in the skin. Depth patterns of 
varicosities of lips (often mistaken for 
melanoma) and tongue were shown. Deep 
telangiectasia may not fade, so one may not 
be able always to differentiate between pete- 
chiae and deep telangiectatic patterns. 


Petechiae.—These can be made more evi- 
dent if associated with erythema, as, for 
example, in Letterer-Siwe disease and in 
tests of local vascular fragility. 





Vasodilatation——The wheal of histamine 
could be defined clearly with gentle diascopic 
pressure. The diascope may be used sim- 
ilarly as an aid in reading of intradermal 
tests. 


Pigmentations 


Melanin.—Diascopy was of no value in 
the examination of pigmentation unless it 
was superficial or sparse, or masking ery- 
thema or telangiectasia (as in stasis syn- 
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Fig. 3.—Diascopy bringing out “apple butter” nodules in lesions of lupus vulgaris (A and 
B; C and D). (From Dr. Ake Nielsen, Karolinska Skg., Stockholm, Sweden. ) 
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Fig. 4—A, pigmented basal cell epithelioma of 
left ala nasi. B, diascopy defines cords of infil- 
tration. C, diascopy over an area of linear 
scleroderma helping to differentiate lesion from 
lichen sclerosis et atrophicus. D, diascopy of 
melanoma revealing deeper areas of involvement. 





drome and _ peribuccale pigmentaire of 
Brocq). In two cases of junctional nevi, 
recurrent in scars of surgical removal in 
young children, diascopy made recurrent 
lesions actually in the scar appear more 
prominent. In mixed nevi, pigment spots in 
some patients were more prominent. In one 
case, the border of a melanoma was defined 


Fig. 6—A, cavernous hemangioma in elbow 
region; B, failure of diascope to completely com- 
press vascular tumor. C, xanthoma on chest;.D, 
diascope causes compression and definition otf 
xanthomatous deposits. 
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Fig. 5.—A, sarcoidosis; B, diascopy accentuates 


& 
“lupoid nodules” in sarcoid lesion. C, old hemor- 
rhage in plantar region; D, true extent of suf- 
fusion noted under glass slide pressure. 


more accurately. In urticaria pigmentosa, 
diascopy revealed a faint brown center plus 
intense whiteness. 


Hemosiderin—These deposits were not 
seen more. clearly unless there was asso- 
ciated erythema or telangiectasia or local 
edema. 


Superficial Keratinization, Atrophy, 
or Fibrosis 


Lichen Planus.—Mucous membrane _le- 
sions of mouth and genitalia are sometimes 
made more prominent with light pressure. 


Lichen Sclerosus et Atrophicus.—Dias- 
copy showed lesions very clearly. In one 
case of buccal mucous membrane involve- 
ment, diascopy was of no value. 


Seborrheic Keratosis.—There was no 
value except in early types where pressure 
did accentuate the follicular plugging. 


Changes in Upper Dermis 


Tumor Invasion——The pearly border 
could be defined more clearly. In lympho- 
cytoma “apple butter” areas have been re- 
ported at times. This was not seen in two 
cases in our series. One case of malignant 
lymphomas showed deep whiteness. In one 
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papillary basal-cell epithelioma, a pearly 
infiltration area was seen clearly. In basal- 
cell tumors, months after radiation therapy, 
diascopy showed bluish gray central mass, 
no pearly zones. In subepidermal nodular 
fibrosis, the brownish color was accentuated. 
In mucous retention cysts of the buccal 
cavity, a faint bluish tinge, or at times a 
circular whitish discoloration, was revealed 
on pressure. 


Granulomata.—Diascopy was of course of 
value in active and scarred zones of lupus 
vulgaris; in tuberculoid leprosy of ques- 
tionable value. In lepromatous nodules, 
there was some deep diffuse pigmentation 
(Mexican patients);-in the Lucio type, 
hemorrhages were more easily seen. In pa- 
tients with blastomycosis, the border of the 
nonvegetative lesion type was defined better. 
In sarcoidosis, there was no constant value 
of diascopy. At times, faint brownish areas 
were observed. In grouped lesions of lichen 
nitidus, individual papules became more evi- 
dent. The border in granuloma annulare 
was recognized more clearly. In late skin 
syphilis, diascopy was of no value. The 
crystals of the insoluble corticosteroids ap- 
pear more obvious in superficial tissue. 


Lesions with Lipid Activity.—In necro- 
biosis lipoidica, there was some increase in 
yellowish color with gentle pressure on areas 
of telangiectasia. In sebaceous adenomatoid 
hyperplasia, diascopy made lesions appear 
yellowish. In pseudoxanthomata elasticum, 
the color was more obvious. In the so-called 
pseudomucinous cyst (properly in this clas- 
sification?), bluish discoloration was evi- 
dent. 


Superficially Located Foreign Bodies 


There was no value in examination of 
foreign bodies, unless these bodies were 
uf large size and obscured with erythema 
and telangiectasia. ; 

Diascopy is also under study as a diag- 
nostic aid in the differential diagnosis of 
soft-tissue tumors about the tip of the nose 
by Rebello and Haggart.? 
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Conclusions 


Diascopy-is of value in clinical dermatol- 
ogy other than in the uncommon case of 
lupus vulgaris. All lesions with vascular 
phases of reaction, especially involving 
superficial and moderately deep plexuses, 
pigment change or other color changes, pre- 
ferably superficial and sparse, and dermal 
invasion or change by tumor cords, granu- 
loma, scar tissue, lipid activity—all these 
should be examined with a diascope. Ex- 
perimental studies with the recording spec- 
trophotometer reveal color changes on 
diascopy, not only as the resultant of the 
production of some degree of anemia, but 
also of the effect of pressure in the trans- 
mission and reflectance of light throughout 
the skin, and reflectance of light from the 
diascope itself, 

Robert K. Johnson, B.S., M.B.A., and Cecil 
Kenyon of the Hilton-Davis Chemical Company, 


Cincinnati, assisted in the use of the G. E. Re- 
cording Spectrophotometer. 


University of Cincinnati. 
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Six Years’ Survival in Severe Systemic Lupus 


Erythematosus 
An Analysis of Twelve Cases 


JOHN R. HASERICK, M.D., Cleveland 


This report is concerned with 12 patients 
having severe s,stemic lupus erythematosus 
(SLE). All have lived six or more years 
after surviving acute episodes of their ill- 
ness. During the same period of observation 
a larger group of patients with SLE were 
seen who are also still living, but whose 
survival, in my judgment, is not remarkable 
since they never were very sick. It is the 
intent here to include only cases of those 
patients who were not expected to live, yet 
did. 

It is not possible to make a statistical 
comparison of the systemic manifestations 
among this group of living. patients with 
those in a similar number who died. Still, 
the study will show what now can be done 
for these patients. Not too many years ago 
this disease was considered so unstable that 
minor traumas, such as a tuberculin test or 
the simple extraction of a tooth were 
avoided for fear of precipitating a fatal 
“lupus crisis.” It is hoped that this study 
may contribute to a change in attitude also 
toward a number of other potential ag- 
gravating factors in SLE, such as _ preg- 
nancy, major operative procedures, or the 
time-honored fear of overexposure to the 
sun. 


Submitted for publication June 20, 1956. 

Read before the 76th Annual Meeting of the 
American Dermatological Association, Inc., Santa 
Barbara, Calif., June 20, 1956. 

From the Department of Dermatology (E. W. 
Netherton, M.D., Chief), The Cleveland Clinic 
Foundation, and The Frank E. Bunts Educational 
Institute. 
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Summary of Cases * 


CAsE 1.—Severe disseminated lupus erythema- 
tosus that was preceded two years earlier by false- 
positive serologic tests for syphilis. Treatment 
was supportive, with two severe flare-ups occur- 
ring while on many different medications, and 
excellent remission to present day. Received no 
cortisone or corticotropin (ACTH) at any time. 


Case 2.—This patient had epilepsy for three 
years before developing clear-cut manifestations 
of lupus erythematosus. She has continued to 
take diphenylhydantoin since 1946, through to 
1956. The butterfly erythema appeared only after 
a sharp discontinuance of cortisone therapy. X-ray 
castration was performed in 1951. No steroidal 
therapy since 1950. 


Case 3.—Severe systemic lupus erythematosus 
in a 28-year-old white man, which had flared 
severely on two occasions when cortisone was 
discontinued. After a prolonged maintenance pro- 
gram of hormonal therapy there was gradual im- 
provement without flare-up when these drugs were 
discontinued in 1954, Extraction of teeth without 
flare-up of SLE in 1955. (Steroids again were 
used for a few days.) Chloroquine induced a sub- 
jective clinical response and seemed to protect 
the patient from sun sensitivity. 


Case 4.—Severe systemic lupus erythematosus 
treated with cortisone and corticotropin almost 
continuously between September, 1949, and Sep- 
tember, 1955. X-ray irradiation to the ovaries in 
1950. Osteoporosis and compression fractures of 
spine in 1954, with relief from pain after pro- 
longed testosterone treatment. 


Case 5.—Classic “acute disseminated” lupus 
erythematosus with butterfly erythema, high fever, 
pericarditis, and pleuritis with eftusion, with mi- 
gratory polyarthritis, frequent flare-ups when 

* Reports of these cases are available in re- 


prints from the Connecticut State Medical Journal, 
Vol. 20, No. 8, p. 617, August, 1956. 
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1 (Case 1).—Appearance in 1948. ie 1} 2 Repehiaiice ne 1953. 


. 3 (Case 4).—In 1956, after treatment. i case 5).—In 1950, before treatment. 
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cortisone was discontinued during the active stage 
of the disease; but for the past three years the 
patient has managed quite well without steroidal 
therapy. 

Case 6,—Severe lupus erythematosus with re- 
peated relapses until a prolonged cortisone and 
corticotropin program was employed. Despite 
“temporary sterilization” with x-ray irradiation 
of the ovaries, the patient became pregnant and 
delivered a normal child in 1956. In 1951, while 
in a subjective remission, but with laboratory evi- 
dence of active systemic lupus erythematosus, the 
patient successfully underwent an appendectomy, 
without complications. The patient has been with- 
out medication since 1955. The L. E. tests were 
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Fig. 5 (Case 5).—In 1956, after treatment. 


Fig. 7 (Case 7).—Faint butterfly erythema 
present in 1950, 





i 


Fig. 6 (Case 6).—Despite x-ray irradiation to 
ovaries in 1950, a normal child was born in 
1956. 


positive for four years, but have been negative 
since 1954. 

Case 7.—Systemic lupus erythematosus in a 
white man treated with a combination of cortisone 
and nitrogen mustard. L. E. test turned negative 
two weeks after second course of nitrogen mus- 
tard, and has remained negative for six years. 
Improvement noted in albuminuria and urinary 
sediment. 

Case 8.—Acute disseminated lupus erythema- 
tosus in which the clinical manifestations were 
preceded by positive serologic tests for syphilis. 
Following a maintenance program of steroidal 
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Fig. 8 (Case 7).—Chart showing effect 
treatment on laboratory studies, 


therapy became pregnant and delivered a normal 
baby boy. A severe postpregnancy psychotic epi- 
sode occurred, requiring electric-shock therapy. 
Case 9.—This patient is'an example of systemic 
lupus erythematosus in which the first manifesta- 





Fig. 9 (Case 7).—In 1956, after receiving com- 
bined. nitrogen mustard and cortisone treatment. 
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of combined nitrogen mustard and cortisone 


tion was presumably the false-positive serologic 
tests (TPI negative) for syphilis. Later she 
developed dermatologic, pulmonary, joint, and 
other systemic manifestation. Her history has 
been complicated by several deep-seated infections. 


Fig. 10 (Case 10).—Before treatment. 














Fig. 11 (Case 10).—After treatment. ‘ 


The dermatologic appearance has changed to those 
of discoidal lupus erythematosus during the past 
two years. X-ray irradiation to the ovaries in 
1952. 


Case 10.—A 45-year-old woman, who had been 
bedridden for two years, with temporary remis- 
sion on short courses of steroidal therapy. Re- 
mission induced with prolonged steroidal therapy 
(Fig. 11). Three attacks of pneumonia prior to 
the prolonged steroidal program. No pneumonia 
since institution of the maintenance course of 
cortisone and corticotropin. 


Case 11.—Severe systemic lupus erythematosus 
which had flared after completion of short course 
of steroidal therapy; in remission and well con- 
trolled for three and a half years of prolonged 
maintenance program of the same drugs. The 
L. E. test turned negative after a course of com- 
bined nitrogen mustard and _ steroidal therapy. 
Slight flare-up in 1956 again controlled with hor- 
mones. 


Case 12.—Severe lupus erythematosus, asso- 
ciated with positive serologic test for syphilis, 
which responded temporarily to short courses of 
steroidal therapy and was maintained without flare- 
‘up for three years on a prolonged course of corti- 
sone and corticotropin. Gradual development of 
severe renal damage. 
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Comment 


Systemic lupus erythematosus is a disease 
of such clinical and therapeutic complexities 
that it is not yet possible to present a statis- 
tical evaluation of the relative worth of any 
treatment program.! This is because it is a 
disease in which the exact time of onset is 
obscure, the course is characterized by re- 
missions,” and in which the modern thera- 
peutic agents are so immediately effective 
as to render inhuman any attempt to alter- 
nate treated, with untreated, control cases. 
The present study, therefore, is based upon 
clinical judgment, and may have one ad- 
vantage—in each instance the course of the 
patient was followed continuously by the 
same physician. 

The value of clinical judgment in the face 
of inadequate statistical data may best be 
illustrated in Case 4. This patient, critically 
ill with severe SLE, was sent from Cleve- 
land to New York City (Mount Sinai Hos- 
pital), where cortisone was available in 1949. 
Four other patients were admitted to the 
same medical service (Dr. George Baehr) 
with the same disease and for the same 
reason. Only enough cortisone was available 
for one patient. This was given to Case 4 
since she was judged to be the most criti- 
cally ill. The patient is living today and does 
not require cortisone. The other four pa- 
tients died within two weeks.* While this 
experience seems a clear testimonial for the 
value of cortisone in the treatment of severe 
SLE, the many variables involved would 
hardly convince a statistician.5 Yet the 
worth of this treatment from the point of 
view of the clinician (and, to be sure, the 
patient) seems obvious. 

Case 1 was the only patient who did not 
receive cortisone or corticotropin. (Of a 
group of 10 patients treated in 1948 she 
was the only one who lived.) The other 11 
cases in this study received steroidal therapy 
in one or more forms. ‘Many of these pa- 
tients had received short courses of corti- 
sone or corticotropin, only to flare when 
the medications were discontinued before 
the natural remission of the disease occur- 
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red. In five patients, steroidal therapy 
was gradually discontinued, and its resump- 
tion was not necessary. Two patients did 
not require cortisone or corticotropin for 
two years; then they relapsed, and hormonal 
treatment was resumed. 

Perhaps the most striking therapeutic re- 
sponse was noted in two patients who were 
treated with a combined program of steroids 
and nitrogen mustard, the latter in two 
courses. Case 7 developed a severe leuko- 
penia (800 leukocytes per cubic millimeter) 
10 days after the second course of nitrogen 
mustard. Associated with the drop in leuko- 
cytes and other manifestations of impending 
agranulocytosis was a reversal of the L. E. 
test to negative in 1950. It has remained 
negative through 1956, and the remission 
is complete except for a persistently high 
sedimentation rate. After this initial suc- 
cess, 35 other patients with SLE were 
treated with nitrogen mustard. One died 
from agranulocytosis. The dosage was re- 
duced in the other 34 cases, and without 
the side-reactions or the dramatic thera- 
peutic effect noted in Case 2. Dubois has 
reported on the use of nitrogen mustard 
in SLE* 

A most serious complication attributed 
to prolonged steroidal therapy (and possibly 


to irradiation to the ovaries) was osteoporo- - 


sis, noted in Case 4. Two compression 
fractures resulted because of this complica- 
tion, which was symptomatically relieved by 
several months of administration of testos- 
terone cyclopentylpropionate. ; 
Antimalarial drugs, such as quinacrine 
and chloroquine, have been reported as use- 
ful in systemic lupus erythematosus.”'** 
The experience with these drugs in this 
study indicates that they. may have a value 
in reducing the amount of steroids required 
and may be effective agents against photo- 
sensitivity. (Antimalarial drugs have been 
used alone in many other patients in the 
series of 165 patients with positive L. E. 
test systemic lupus erythematosus seen at 
the Cleveland Clinic. Because their effect 
is too slow to be effective in the acute epi- 
sodes of SLE, it was usually found 
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necessary to employ steroidal therapy simul- 
taneously. These drugs may have their 
greatest value in the patient with low-grade 
systemic lupus erythematosus who has never 
experienced a severe relapse and in whom 
steroidal therapy is not indicated.) 

' Prednisone and prednisolone have been 
used for two years in the treatment of 
SLE.'°11 In the patients presented here and 
in others seen more recently these drugs 
have been of unquestioned value, but the 
effect of their long-term usage is yet to be 
evaluated. Present experience indicates that 
these newer medications may substitute for 
cortisone or hydrocortisone, but by no 
means entirely replace them. There seems 
to be an individual variation among patients. 
Some do better on one group of drugs than 
the other, and requirement for any one drug 
may change unpredictably during treat- 
ment. 

The clinical remissions noted in these 
patients were stable enough to enable them 
to tolerate dental extractions, major ab- 
dominal and chest operations, fracture set- 
tings, pregnancies, and repeated sun ex- 
posures (the last in a patient who had a 
previous sun sensitivity). In most instances 
special precautions were taken to avoid 
trouble from these sources of aggravation. 
I‘or example, the patients who required 
tooth extractions were usually hospitalized 
and treated with booster doses of steroids 
and antibiotics. Even if steroids had been 
distontinued for some time, they were re- 
sumed temporarily during the anticipated 
period of necessary stress. (In the over-all 
series of 165 patients, there have been eight 
pregnancies and seven normal deliveries. ) 

There were many laboratory changes 
noted during the remissions, The L. E. tests, 
previously positive, became negative in all 
patients, though only temporarily in some. 
The serum protein electrophoretic patterns 
(Tiselius) became normal in some patients 
or altered from their original pattern toward 
the normal, as, for example, by a shift from 
severely elevated y-globulin to moderately 
increased a- or B-globulin. A low serum 
albumin, usually considered a bad prog- 
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nostic sign when less than 2 gm. per 100 ml., 
returned to normal. 

Because of the seriousness of renal com- 
plications in systemic lupus erythematosus, 
the urinary changes in this group of patients 
were of special interest. This study indi- 
cates that occasionally proteinuria and in- 
creased casts and erythrocytes in the urinary 
sediment may disappear during a prolonged 
remission, 


Summary and Conclusions 


Twelve patients with acute systemic lupus 
erythematosus (SLE) are presented. All 
lived six years after severe flare-ups. From 
a review of their case histories the following 
conclusions are made: 

1, Steroidal therapy is indicated in SLE 
for as long as it is necessary to control the 
disease, and until a natural remission oc- 
curs. It is not indicated in mild forms of 
SLE. 

2. With steroidal therapy the instability 
of the disease can be controlled, permitting 
pregnancy, and emergency major surgical 
procedures. 

3. Pregnancy, while not recommended be- 
cause of additional technical burdens, should 
be permitted to go to term, rather than be 
interrupted prematurely. 

4. Antimalarial drugs have a place in the 
treatment of systemic as well as discoidal 
lupus erythematosus. These drugs may per- 
mit moderate sun exposure in some patients. 

5. Laboratory procedures, such as L. E. 
tests, serum electrophoretic patterns, and 
urinalyses may show return to normal, but 
these improvements do not necessarily indi- 
cate a permanent remission. 

6. Stable remissions may occur, but true 
“cures” are doubtful in this disease. 

The Cleveland Clinic Foundation. 


ABSTRACT OF DISCUSSION 


Dr. Henry E. MIicHELson, Minneapolis: In 
attempting to write a discussion for Dr. Haserick’s 
paper, I faced the same problem that he faced in 
writing the paper, namely, that when one deals 
with a great many cases of lupus erythematosus, 
one begins to feel and know that one does not 
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know a great deal about it. Those who deal with 
a few cases seem to know a lot about it. 

You will note that his greatest problem was 
how to classify the disease, and the next, what 
are the indications for the various treatments that 
are in vogue today? 

It is very difficult, of course, to make a classi- 
fication, because we have no boundaries between 
the various groups. When one sees a patient with 
lupus erythematosus or makes that provisional 
diagnosis, one must amplify it by what one finds. 
Each of us probably has his own procedures. 
Obviously, when the patient is not very sick, one 
does not have to cogitate so long, but if there 
is any indication whatsoever that the patient may 
be gravely ill, procedures are necessary before 
making a decision. For my own part, it all sim- 
mers down to how I evaluate the patient. There 
is no test; there is no one criterion for the degree 
of severity. 

The general appearance of the patient is very 
important. Next, if an eruption is present one 
may get 2 great deal of help historically, and the 
eruption also acts as an index as to type and may 
be used as a guide for the efficacy of treatment. 

Next, one should always examine the mucous 
membrane, for sometimes we get real information 
in so doing. Temperature is extremely important, 
and I want to make this point clear, if I may. The 
temperature taken at the time of the examination 
of the patient is not as valuable as the tempera- 
ture chart when made over a three-day period in 
the hospital. 

A blood count obviously is necessary, as well 
as a chest examination, meaning heart and lungs, 
because lung findings have become an important 
part of the examination. 

I do not believe that therapy should be given 
until evaluation has been made. I have seen therapy 
begun and then an effort made to evaluate the 
severity of the disease, but I feel this is the re- 
verse of the proper procedure. 

After having classified the patient as well as 
one can, then one must consider the criteria for 
treatment. How are we going to decide whether 
to use antimalarials or steroids? I think we have 
some rather sharp indications for the antimalarials. 
Certainly, one of the indications is the strictly 
discoid type of patient whose lesions are chronic 
and present for a long time and who has no 
cbvious systemic involvement. 

I think extensive skin lesions, as Dr. Haserick 
showed in his pictures, accompanied by mild sys- 
temic manifestations are an indication for a trial 
of antimalarials first, rather than steroids. I be- 
lieve that mild systemic cases where there is 
fever, but no loss of weight, no great fatigue, are 
indications for antimalarials first before going to 
steroids. 
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As far as criteria for the use of steroids is 
concerned, it is hard to draw up any set of rules. 
Certainly, hyperpyrexia is one indication. An- 
other is a severe, rapidly extending, exudative 
eruption. I think that marked arthralgia, com- 
bined with other symptoms, is an indication for 
steroids. I believe that marked chest findings also 
are. Sometimes we find patients with very marked 
chest findings indicative almost of pneumonia, and 
I believe these patients should not be temporized 
with. I believe that profound anemia usually is a 
severe sign and may be an indication for steroids. 

Now, about the doubtful cases. I think that a 
long-standing history without decline puts one in 
great doubt. Here one finds a patient, not very 
well, not very sick, who has gone along without 
deterioration. I believe in most such cases steroids 
are not indicated, although, if the economic effi- 
ciency is greatly impaired, steroids in small doses 
may be of great help in such types of cases. 

One must pay particular attention to a history 
of previous failures. If a patient has not im- 
proved on a particular regimen, particularly. anti- 
malarials, should one change the drug or try a 
combination? In such instances it is always well 
to discover, if possible, if the patient has assisted 
the doctor by giving himself every opportunity in 
the way of rest and physiologic living. In other 
words, has he given the drug a chance? 

The age of the patient is important. I think 
that patients from 20 to 30 are more of a problem 
than the patients in the advanced age group, It 
is always difficult to evaluate the psychic state of 
a patient, but one must realize that patients have 
types of personality long before they are stricken 


with lupus erythematosus or are given steroids, . 


and one must not make a hasty decision about the 
effect of the drugs on the psyche. 

It is too bad that no one has evaluated the 
optimum gram dosage of both the antimalarials 
and 'the steroids. I think this type of study could 
be done, particularly with the antimalarials, just 
as it has been done in syphilis and in tuberculosis. 

I am sorry that the time is exhausted for I 
think there are a great many things we might talk 
about concerning this interesting disease. 

Dr. Louis A. BrunstinG, Rochester, Minn.: 
I wish to commend Dr. Haserick on his presenta- 
tion, in which he emphasizes the many facets of 
the problem of diagnosis and management of pa- 
tients with systemic lupus erythematosus. With 
increased experience it becomes evident that certain 
individuals need steroids as a supportive measure 
for a short period of time; others need them per- 
sistently, and still others do not need them at all. 

I am particularly distressed by the prospects of 
young patients who show significant renal disease. 
I should like to have Dr. Haserick elaborate a 
little more on the use of nitrogen mustard in such 
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cases. The response in the face of nephrosis may 
be one thing; the response in the case of paren- 
chymatous renal damage with hypertension is 
another. 

In the diagnosis of systemic lupus where the 
presenting symptoms are puzzling, a very high 
sedimentation rate of the erythrocytes is a sig- 
nificant sign and, for some reason or other, this 
seems to persist for months or years even in the 
face of apparent remission: Yesterday Dr. Rein 
emphasized the significance of biologic false- 
positive serologic reactions as one of the early 
signs of systemic lupus erythematosus. In former 
years such patients were subjected to treatment 
for syphilis with disastrous results. Nowadays 
some of those we see have had penicillin, which 
has not had any influence one way or another. 
Physicians are being alerted to the significance of 
the high sedimentation rate and the biologic false- 
positive serologic reactions as early signs pointing 
to the diagnosis of lupus erythematosus and are 
able to outline a program of management for such 
patients which in itself is a form of prophylaxis. 
Dr. Haserick has shown that the management of 
patients with this serious systemic disease must 
be highly individualized and requires an intimate 
knowledge of the panorama of measures of treat- 
ment that is now available. 

Dr. Harry M. Rosinson Jr., Baltimore: I was 
very happy to hear Dr. Haserick’s paper and the 
things he has emphasized, and also to hear Dr. 
Brunsting state that this is probably one disease 
that will still remain within the province of der- 
matology. It will remain there if we are cog- 
nizart of the fact that lupus erythematosus is a 
systemic disease, and that the entire patient must 
be considered and not the skin lesions alone. 

During the past six months, I have had five 
patients with acute systemic lupus erythematosus 
who had histories of having had chronic discoid 
lupus erythematosus in bygone years. One of 
those was diagnosed as chronic discoid lupus 
erythematosus 30 years ago by Dr. J. W. Lord, 
and the others have histories of having had the 
condition for 5 to 10 years. 

I believe that all patients in whom a diagnosis 
of chronic discoid lupus erythematosus is made 
clinically and supported by biopsy should have the 
benefit of a thorough physical examination, x-ray 
examination of the chest, sedimentation rate, A/G 
ratio, lupus erythematosus cell test, and other 
studies necessary to establish a base line before 
therapy is instituted. I believe that it is wrong to 
summarily dismiss these patients, even though it 
is possible to obtain a satisfactory result with 
antimalarial drugs. I think that chronic discoid 
lupus erythematosus is also a systemic disease. 

Dr. ArtHUR R. WoopsurNe, Denver: Dr. 
Michelson has mentioned the total gram dosage 
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level. I wish Dr. Haserick would comment on 
the antimalarials from the standpoint of total 
dosage. I have one patient with acute dissemi- 
nated lupus erythematosus who has been in very 
good remission now for three or four years and 
is doing well on chloroquine and quinacrine 
synergistically, and I just can’t get him off them. 
How long dare I keep him on them? I think, 
probably, for the rest of his life. I see no indi- 
cation for taking him off them at present, but I 
should like to have Dr. Haserick’s opinion on that 
point. 

Dr. Leon GoLtpMAN, Cincinnati: I should like 
to ask Dr. Haserick about our biggest headache 
in systemic lupus erythematosus—the renal factor. 
In his experience, how important is the nephrotic 
type of renal involvement in lupus erythematosus? 
If it is the true nephrotic type, why doesn’t it 
respond to the massive steroid therapy? 

Since he has had so much experience with ni- 
trogen mustard in lupus erythematosus, does he 
really think that nitrogen mustard offers any help 
in the nephrotic type of lupus erythematosus as 
compared with the chronic glomerular involve- 
ment? 

Cuartes R. Retn, New York: During the past 
few years we have seen a number of patients 
with the condition described by Dr. Jessner as 
benign lymphocytic infiltration of the skin. The 
first Kodachrome slide presented by Dr. Haserick 
resembled this condition. I should like to know 
whether he believes that benign lymphocytic in- 
filtration is a clinical entity or is a form of benign 
lupus erythematosus. During the past year, we 
have treated several patients with this condition 
with A. P. A., a combination of Atabrine (quina- 
crine), Plaquenil, and Aralen, (chloroquine), and 
have obtained excellent therapeutic results. We 
believe that the side-effects are less than those 
obtained when either of these drugs is adminis- 
tered alone in adequate doses. 

Dr. Joun R. Hasericx, Cleveland: May I ex- 
press my appreciation to the discussers for their 
interest and for their comments. 

With respect to the questions raised by Dr. 
Goldman and Dr. Brunsting on renal damage in 
lupus erythematosus, I agree that this manifesta- 
tion is by far the most serious and the most diffi- 
cult to manage. We have had a few exceptions to 
the rule that renal damage is irreversible, but it 
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has been difficult to evaluate what drug promoted 
the improvement. This is because so many thera- 
peutic agents are usually employed at one time 
in severe systemic lupus erythematosus that any 
single drug, such as nitrogen mustard, could 
hardly be credited with the improvement. 

Our experience in the sedimentation rate is 
parallel to that of Dr. Brunsting. The patients 
may appear to be normal in every other respect, 
but the high sedimentation rate persists. 
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Familial Benign Chronic Pemphigus (Hailey-Hailey) 


in Negroes 


E. WILLIAM JEWELL, M.D., and MARCUS M, KEY, M.D., New York 


In 1939, Hailey and Hailey reported four 
cases of what they believed to be a new 
entity, naming it familial benign chronic 
pemphigus. It was described as a vesiculo- 
bullous, chronic, benign, recurrent familial 
disease characteristically involving the sides 
and nape of the neck, axillae, and infra- 
mammary and inguinal creases. Microscopi- 
cally, suprabasal lacunae and bullae were 
found. 

Previously, a number of authors had de- 
scribed cases diagnosed as Darier’s disease 
with prominent moisture and maceration, 
which resembled this condition. Bukovsky,? 
Louste and Barbier,? and Pels and Good- 
man,* among others, described frank 
vesicles and bullae in Darier’s disease. 
Gougerot and Allée,® in 1933, reported cases 
of four blood relatives with a familial hered- 
itary benign bullous disease. 

Under a variety of titles, many patients. 
demonstrating the criteria enumerated by 
Hailey and Hailey have been recorded in 
the literature or reported in society trans- 
actions since 1939. There has been some 
debate about the nosology of this condition, 
that is, is it a disease sui generis or merely 
a vesicular variant of keratosis follicularis? 
Notable among the proponents of the latter 
view are Reiss,® Pels and Goodman,* Ellis,” 
and Finnerud and Szymanski.* In survey- 
ing the literature for this report, we have 
included only those cases manifesting the 
criteria enumerated by Hailey and Hailey. 
The total number adequately described in 
American and foreign literature to permit 
confirmation of the diagnosis was 108. Of 
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these, the race was specifically stated or 
clearly indicated by accompanying photo- 
graphs in 67. Only one Negro patient was 
mentioned ® ; this is Case 1 in this report.* 

Because this condition has not been previ- 
ously reported in Negroes and_ since 
Hailey ® has stated, “I have never seen 
familial benign chronic pemphigus in a 
Negro, although we have a large Negro 
population in Atlanta,” it was considered of 
interest to report three cases in Negroes 
from two family groups (Figs. 1 and 2). 

Case 1—A Negro housewife was 56 years of 
age when seen at Vanderbilt Clinic in 1944. At 
that time, she had had her eruption for two years. 
It began on the sides of the neck and encircled 
the neck. In recurrent summertime attacks it 
spread to involve the axillae, inter- and inframam- 
mary areas, umbilicus, perineum, inguinal areas, 
medial and posterior thighs, back, gluteal cleft, cu- 
bital fossae, and scalp, as lichenified, scaly, hyper- 
pigmented patches, which contained vesicles and 
bullae. Intertriginous patches were tender and 
made walking difficult. The remainder of the 
physical examination was normal except for white 
hair and hypertension (200/110). Between at- 
tacks, usually in the wintertime, the involved areas 
were clear except for residual pigmentation. 

The hemogram showed 12.0 gm. hemoglobin, 
6,000,000 RBC, 4300 WBC with normal dif- 
ferential. Urinalysis was normal. Serologic tests 
for syphilis were negative. Fungus studies were 
negative. Biopsy No. 12160 (1944) showed intra- 
epidermal clefts and acantholysis. 

The patient was treated with injections of crude 
liver, elimination diets, and locally with carbolated 
zinc oxide (Lassar’s) paste, without lasting im- 
provement. She is said to have later developed 
diabetes and heart trouble. She died in 1947, of 
“exfoliative dermatitis and septicemia,” according 
to the medical examiner. : 

This patient was born in the British West Indies. 
She had had white hair since birth, as had her 
mother and several siblings. The maternal great- 


*Dr. Gerald F. Machacek gave us permission 
to include this case. 
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Figs. 1 (upper) and 2 (lower).—Occurrence of 
famili ign chronic pemphigus in two Negro 
family groups. 


grandfather was white—a Scot. The patient’s son 
is said to have had a recurrent vesicular eruption. 
He died in Jamaica, B. W. I., at the age of 37, 
of unknown cause. One of the patient’s sisters 
developed a recurrent vesicular eruption, at about 
age 30, which involved the neck and axilla. She 
died of appendicitis at about age 40. Another. of 
this patient’s sisters with the disease is presented 
below as Case 2. 


Case 2.—A 54-year-old Negro housewife has 
had a recurrent vesicular eruption of the axillae, 
neck, inframammary areas, groins, and inner 
thighs, for 25 years. This eruption had a tendency 
to clear in summer and return in winter till 
recent years, when it persisted throughout the 
year. The physical examination was not remark- 
able except for hyperpigmented, scaly patches in 
the above locations (Fig. 3). There was a clear 
vesicle in the left axillary patch, which was 
available for biopsy. The past history was nega- 
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tive except for varicose-vein ligation several years 
previously. 

Laboratory examinations showed 11.4 gm. 
hemoglobin, 4,890,000 RBC, 4200 WBC with 
normal differential. Urinalysis was normal. Sedi- 
mentation rate (Westergren) was 18 mm. in one 
hour. X-ray examination of the chest was within 
normal limits. Fungus studies of the skin lesions 
were negative. The urine was negative for 
porphyrins. Serum albumin was 4.5 gm.; serum 
globulin, 2.8 gm. per 100 cc. Nonprotein nitrogen 
was 25 mg. per 100 cc. Mazzini, Kolmer, and 
VDRL tests were positive. Treponema pallidum 
immobilization test was doubtful. Biopsy No. 
27135 (1956), showed intraepidermal clefts and 
acantholysis (Fig. 4). 

The patient was treated with hemotherapy and 
cortisone without lasting improvement. 

CasE 3.—This case is from an unrelated family. 
A 48-year-old married Negro beautician has had 
a recurrent vesicular and bullous eruption involv- 
ing the sides of the neck, cubital fossae, axillae, 
intergluteal, inframammary, and inguinal areas, 
inner thighs, and right popliteal area, for 14 
years. Irregular clear vesicles and bullae were 
present at the borders of involved patches. These 
ruptured early and left an oozing, macerated, and 
crusted dermatitis, which later became scaly and 
hyperpigmented (Fig. 5). The physical examina- 
tion was otherwise normal. The eruption was 
pruritic and cyclic, with summertime exacerba- 
tions and wintertime remissions. Attacks have 
been progressive in severity, extensiveness, and 
duration. 

Complete blood count and urinalysis were 
normal. Sedimentation rate (Westergren) was 
51 mm. in one hour. X-ray examination of the 
chest and a skeletal survey were normal except 
for radio-opaque areas in the buttocks. Mazzini, 
Kolmer, and VDRL tests were positive. T. pal- 


Vol. 75, May, 1957 





UMI 


FAMILIAL PEMPHIGUS IN NEGROES 





co 


Fig. 3 (Case 2).—The side and nape of the. neck (left) and axilla (right). The residual 
hyperpigmentation and desquamation seen in a subsiding acute vesiculobullous episode are 


shown. 


lidum immobilization test was positive. Paper 
electrophoresis of the serum showed increased 
y-globulins and slightly increased ae-globulins. 


Blood urea nitrogen was 14 mg. per 100 cc.; fast- 
ing blood sugar, 80 mg. per 100 cc.; serum cal- 
cium, 10.6 mg. per 100 cc.; serum sodium, 139.1 
mEq/L; serum potassium, 4.2 mEq/L. Fungus 
studies were negative for pathogens. Biopsies No.- 


11258 (1942) and 
suprabasal clefts with acantholysis. 


No. 25912 (1955) showed 
The more 
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recent biopsy showed villi projecting upward into 
the lacuna (Fig. 6). A Tzanck smear (Fig. 7) 
was positive for acantholytic cells. 

Treatment with cortisone (50 to 150 mg. daily 
for one and a half years), penicillin, chlorampheni- 
col, and chlortetracycline was of slight initial bene- 
fit, but later was ineffective. Treatment with 
prednisone (40 to 50 mg. daily for 12 days), 
intramuscular bismuth, unknown drops (arsenic?) 
—15 drops twice daily for one year—prednisolone 


Fig. 4 (Case 2).—Bi- 
opsy specimen from axil- 
la shown in Figure 3 
(right) during the vesic- 
ular stage. Cells of the 
stratum spinosum are in 
various stages of acan- 
tholysis in and around the 
intraepidermal bullae. 
Reduced about % from 
mag. X 430. 











Fig. 5. (Case 3).—Inframammary fold. Pro- 
nounced maceration with many areas of denuda- 
tion. 


Fig. 6 (Case 3).—Bi- 
opsy specimen from the 
inframammary fold 
shown in Figure 5. The 
papillae here are lined 
with a single layer of 
basal cells and protrude 
into the epidermal bullae 
as villi. Within the 
bullae are  acantholytic 
and dyskeratotic cells in 
groups and singly. Re- 
duced about % from 
mag. X 430. 
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ointment, and fludrocortisone acetate lotion was 
ineffective. 

The patient was born in South Carolina. There 
is a past history of latent syphilis discovered 
about 1941, treated with bismuth and later ade- 
quately with penicillin; ureteral calculus, 1942; 
hysterectomy for fibroids, 1945; and acute pye- 
lonephritis, 1955. 

The maternal grandfather was an American 
Indian. The maternal grandmother was very 
light in color. The patient’s mother, sister, and 
nephew are said to have a similar recurrent vesic- 
ular eruption, but of milder degree. The sister 
was examined but had no dermatitis at the time. 
Her eruption usually involved the hands, face, 
neck, intergluteal folds, and lower abdomen in 
the summertime. 





Fig. 7 (Case 3).—A 
smear made of the floor 
of a vesicle (Tzanck 
method) demonstrates 
single and clustered 


acantholytic cells. Re- 
duced about % from 
mag. X 970. 
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Summary 


The literature has been reviewed in a 
search for cases of familial benign chronic 
pemphigus in Negroes. Only one case, 
which is included in this report, was found. 
A total of three cases from two Negro 
families are reported. As has been fre- 
quently reported,1* there is involvement 
in members of two or more generations 
of these patients’ families. 

630 W. 168th St. (32) 


REFERENCES 


1. Hailey, H., and Hailey, H.: Familial Benign 
Chronic Pemphigus, Arch. Dermat. & Syph. 39: 
679-685 (April) 1939. 

2. Bukovsky, J.: Psorospermosis  follicularis 
vegetans, Arch. Dermat. u. Syph. 75 :279-302, 1905. 

3. Louste, A., and Barbier, G.: Dyskératose 
folliculaire congénitale (maladie de Darier),- Bull. 
Soc. frang. dermat. et syph. 29:130-134 (April) 
1922. 

4. Pels, I. R., and Goodman, M. H.: Criteria -for 
the Histologic Diagnosis of Keratosis Follicularis 
(Darier): Report of a Case with Vesiculation, 
Arch. Dermat. & Syph. 39 :438-455 (March) 1939. 

5. Gougerot, H., and Allée: Formes de transi- 
tion entre la dermatite polymorphe douloureuse de 
Brocq-Dihring et le pemphigus congénital familial 
héréditaire, Arch. dermat.-syph. Hop. St. Louis, 
5:255, 1933. 

6. Reiss, F.: Generalized Bullous Dyskeratosis 
(Generalized Bullous Darier’s Disease) 


Jewell—Key 


with . 


Special Reference to the Histogenesis and Meta- 
bolic Changes, J. Invest. Dermat. 9:17-30 (July) 
1947. Same case also in Lewis, G. M.: Dissemi- 
nated Bullous Dyskeratoid Dermatosis (Benign 
Familial Pemphigus), Arch. Dermat. & Syph. 57: 
499-502 (March, Pt. II) 1948. 

7. Ellis, F. A.: Vesicular Darier’s Disease (So- 
Called Benign Familial Pemphigus), Arch. 
Dermat. & Syph. 61:715-736 (May) 1950. 

8. Finnerud, C. W., and Szymanski, F. J.: 
Chronic Benign Familial Pemphigus, a Proba- 
ble Vesicular Variant of Keratosis Follicularis, 
Arch. Dermat. & Syph. 61:737-749 (May) 1950. 

9. Machacek, G.: Benign Pemphigus, Arch. 
Dermat. & Syph. 53:210 (Feb.) 1946. ; 

10. Hailey, H.: Familial Benign Chronic Pem- 
phigus, South. M. J. 46:763-765 (Aug.) 1953. 

11. Hailey, H., and Hailey, H.: Familial Benign 


Chronic Pemphigus, South. M. J. 33:477-478 
(May) 1940. 
12. Becker, S. W., and Obermayer, M. E.: 


Ballous Disease. Bullous Darier’s Disease (Pels 
and Goodman). Familial Benign Pemphigus 
(Hailey and Hailey). Herpetiform Dermatitis 
Repens (Ayers and Anderson), Arch. Dermat. 
& Syph. 41:1170-1172 (June) 1940. 

13. Gold, S.: Familial Benign Chronic Pem- 
phigus, Brit. J. Dermat. & Syph. 62:266 (June) 
1950. 

14. Duperrat, B., and Cuzin, J. C.: Pemphigus 
Familial Bénin de Gougerot-Hailey-Hailey, Bull. 
Soc. Francg. de dermat. et syph. 61:30-31 (Feb.) 
1954. 

15. Fasal, P.: Familial Benign Chronic Pem- 
phigus, Arch. Dermat. & Syph. 71 :279-280 (Feb.) 
1955. 


719 








Boric Acid Poisoning 


A Report of Fatal Adult Case from Cutaneous Use 
A Critical Evaluation of the Use of This Drug in Dermatologic Practice 


JAMES W. JORDON, M.D., and JOHN T. CRISSEY, M.D., Buffalo 


Boric acid, in one preparation or another, 
has been used in medical practice since Lord 
Lister’ first described its effects in 1875. 
Solutions of it have been used extensively 
for irrigating wounds and empyema cavi- 
ties, and for bladder, rectal, and vaginal 
irrigations, etc. Because of its nonirritating 
properties, its lack of staining, its buffering 
qualities, and mild antiseptic values, this 
drug is one of the commonest used in der- 
matologic practice.” It is used in powders, 
lotions, wet dressings, ointments, and pastes. 
Most physicians, including dermatologists, 
regard boric acid as a substance of low 
toxicity and relatively harmless, and there- 
fore use it indiscriminately. In our opinion, 
insufficient warning is given in standard 
dermatologic texts of the possibility of seri- 
ous poisoning or death from the indiscrimi- 
nate use of boric acid preparations on the 
skin. 

The purpose of this presentation is to 
report a fatal case of boric acid poisoning 
from the indiscriminate use of this drug in 
the treatment of a skin condition, to discuss 
the toxicity of boric acid, to study the ab- 
sorption of the drug from the skin when 
it is used in the treatment of various skin 
conditions, to consider the possibility of 
poisoning from such use, and to discuss the 
value of the drug in the treatment of skin 
conditions. 


Received for publication Aug. 22, 1956. 

From the 
Syphilology, 
Medicine. 

Read before the 76th Annual Meeting of the 
American Dermatological Association, Inc., Santa 
Barbara, Calif., June 18, 1956. 
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Report of Case 


A woman aged 35 was admitted to the Derma- 
tologic Service of the Buffalo General Hospital 
at 11 a. m. on May 8, 1954. The following history 
was obtained from relatives. 

The patient had had varicose veins for a num- 
ber of years. A rash developed on the left ankle 
about the middle of March, 1954, for which her 
family physician prescribed a proprietary oint- 
ment containing ethyl aminobenzoate (benzocaine). 
Shortly after this ointment was used, the rash 
spread and about April 15, 1956, it became gen- 
eralized. For this, continuous wet dressings of 
satarated solution of boric acid were prescribed 
on or about April 23. These were continued and 
used for a,total of about 14 days. Except for the 
discomfort of the skin eruption, the patient was 
otherwise well and able to be up and about until 
May 4, 1954, when she became lethargic, chose 
to remain in bed, and, 24 hours before admission 
to the hospital, became comatose. 

Physical Examination —The patient was in deep 
coma. On the entire skin surface there was a 
generalized erythema with some scaling. There 
was a cyanotic flush to the face; the extremities 
exhibited pallor, cyanosis, and were cold to the 
touch. The pupils failed to react to light and 
accommodation; the tongue was dry and coated; 
the heart exhibited no murmurs; the blood pres- 
sure was unobtainable; the pulse was 120; respira- 
tions were 40; the chest was clear; the extremities 
spastic. To patient was obviously moribund. The 
following are the results of the laboratory exami- 
nation done at the time of admission: Spinal fluid 
examination—fluid clear; pressure—120-140; spinal 
fluid protein—0.029 gm. per 100 cc.; spinal fluid 
Wassermann and colloidal gold tests—negative. 
Blood glucose—170 mg. per 100 cc.; blood urea 
nitrogen—26 mg. Blood Wassermann reaction— 
negative; red blood cell count—4,100,000; white 
blood cell count—34,000; myelocytes—1; juvenile 
forms—2; band forms—38; basophils—1l; eosino- 
phils—1; lymphocytes—1. Death occurred 14 
hours after admission to the hospital, on May 9, 
1954. 

Postmortem examination (done by Dr. Kornel 
Terplan) showed the following positive findings: 
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The liver and lungs were hyperemic; microscopic 
examination of the kidneys showed the glomerular 
loops to be dilated and filled with blood. The 
tubules showed degeneration and necrosis. The 
bone marrow was hyperplastic, with predominance 
of the eosinophilic series. Analysis of various 
organs and fluids for boric acid showed the fol- 
lowing per 100 gm.: liver—79 mg.; brain—69 
mg.; urine—525 mg.; spinal fluid—95 mg.; blood 
—350 mg. 


Review of the Literature 


Numerous cases of serious poisoning or 
death from boric acid have been reported 
in the literature. Most of these have been 
from the accidental ingestion of boric 
acid. Among this group, regrettably, were 
several hospitalized babies who died as a 
result of boric acid solution accidentally 
mixed in their formulas.>* Severe poison- 
ing or death has been reported from the 
use of boric acid as gastric lavages, rectal 
enemas,*:*8 bladder irrigations,® subcutane- 
ous clyses,!® vaginal packs,* intravenous 
administrations, irrigation of empyema 
cavities 8; from inhalation of boron hydrides 
used in industry!*; the use in surgical 
wounds,!* burns,'* ulcers,!® and skin erup- 
tions.*:8:16-18 Pfeiffer, Hallman, and 
Gersh 1 found that the minimal lethal oral 


dose for dogs was 2 gm. per kilogram and - 


the subcutaneous minimal lethal dose was 1 
gm. per kilogram. They found boric acid 
toxic for all laboratory animals which they 
studied. McNally and Rust’ reported that 
six infants (average weight 7 lb.), fed 3 to 
6 gm. of boric acid, died. McIntyre and 
Burke '! reported that one patient given 15 
gm. as a subcutaneous clysis developed only 
slight symptoms of poisoning, and Peyton 
and Green? reported that 18 gm. given 
subcutaneously produced severe poisoning 
with recovery. From the literature, Pfeiffer, 
Hallman, and Gersh }® believe that the fatal 
dose in human adults is 15 to 20 gm., in- 
fants 5 to 6 gm. These authors also state 
that single large doses, as reported by Mc- 
Intyre and Burke’! and Peyton and 
Green,!® are not so dangerous as repeated 
smaller doses: From the foregoing it is 


Jordon—Crissey 


evident that boric acid is a potent poison 
when sufficient amounts of it are absorbed 
into the blood stream by one means or 
another. 

Poisoning from Cutaneous A pplication.— 
Rothman *° and others *4 have outlined the 
principles of percutaneous absorption. In 
general, water-soluble, lipoid-soluble non- 
electrolytes penetrate the unbroken skin 
best. Since boric is both water-soluble and 
lipoid-soluble and is not an electrolyte, it 
falls into the group of substances that theo- 
retically are best absorbed. 

Kahlenberg,” in 1924, was able to demon- 
strate that boric acid, but not its salts, could 
pass through the normal skin and appear 
in the urine in limited quantity. Pfeiffer 
and his co-workers? and Goldbloom and 
Goldbloom * were unable to demonstrate 
that boric acid passed through the normal 
skin under the experimental conditions set 
up by them. Vignec and Ellis 73 were un- 
able to demonstrate any amount of boric 
acid in the urine of infants who had had 
5% boric acid powder used in the diaper 
area. No serious cases of poisoning have 
been reported, to our knowledge, from the 
use of boric acid preparations on normal 
skin. 

It has been pointed out that the epidermis 
is a principal barrier to the passage of 
chemicals through the skin. When the con- 
tinuity of this structure is broken by trauma 
or disease, substances which may have 
passed through the unbroken skin only in 
limited quantities, may be readily absorbed 
and pass into the bloodstream with ease. 
We, as dermatologists, are principally in- 
terested in the possibility of poisoning from 
the use of boric acid preparations on the 
skin which has been altered by disease or 
trauma. In considering this, it is important 
to point out the work of Pfeiffer and his co- 
workers,'® who in laboratory experiments, 
found repeated nonlethal subcutaneous in- 
jections of boric acid produced cumulative 
effects. In their animals it took 14 days for 
a mean plateau to appear in the urine. This 


‘finding is of importance in the considera- 
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tion of the use of this drug in the treatment 
of skin conditions, since repeated applica- 
tions are commonly used, and thus the pos- 
sibility of cumulative effects must be 
considered, 

There are a number of reports in the 
literature of serious poisoning or death 
from the use of boric acid preparations on 
wounds, ulcers, burns, and miscellaneous 
skin conditions which are of interest to us 
as dermatologists. 

The first case of serious poisoning was 
that reported by Brose in 1883, who re- 
corded the death of a 31-year-old man from 
the use of boric acid powder for five days 
on a chronic leg ulcer. This was followed 
by a report from Best in 1903 of a pa- 
tient who died from the use of 6 oz. (180 
gm.) of boric acid powder used in a surgi- 
cal wound. In 1905, Dopfer** attributed 
the death of a child to the use of a 10% 
boric acid ointment on a 3 by 12 cm. skin 
burn. The preparation was used over a 
period of four days. Savariaud ** reported 
the death of an 8-year-old child from the 
use of boric acid powder on a_ burn. 
Maguire 7° reported the death of a 23-year- 
old woman from the use of boric acid fo- 
mentation on a traumatic leg wound. 
Gissel 14 recorded the death of a 4-year-old 
child from the use of 30 gm. of boric acid 
powder on a burn. Abramson ?® recorded 
the death of an infant from the use of 
boric acid powder and ointment on an ex- 
coriated eruption in the diaper area. Brooke 
and Boggs ® likewise reported the death of 
an infant from the sprinkling of boric acid 
powder on a diaper dermatitis. Ducey and 
Williams 1® reported poisoning in three in- 
fants, one from borated talc used on a 
diaper rash for seven days, one from the 
use of boric acid solution and crystals on a 
diaper rash. This resulted in death. The 
third infant suffered poisoning without 
death from a similar application. 

Watson 17 reported a case which he be- 
lieved developed boric acid poisoning from 
the use of boric acid ointment and the 
saturated solution of the drug on severe 
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infantile eczema. The child died. Post- 
mortem examination showed the immediate 
cause of death was pneumonia and purulent 
meningitis. Goldbloom and Goldbloom * re- 
ported four alleged cases of boric acid 
intoxication from the use of borated talc in 
the diaper area. One of the authors later 
retracted this and stated the criteria used 
were erroneous.?* 

Since the Goldbloom and Goldbloom ‘ re- 
port, Vignec and Ellis °° have done careful 
investigations on the possibility of poison- 
ing from the prolonged use of 5% boric 
acid powder in tale on buttocks of normal 
infants and infants with diaper dermatitis. 
They found no significant boric acid absorp- 
tion. 

Fisher, Freimuth, and O’Connor 7° did a 
similar, carefully controlled, study and like- 
wise found no. significant absorption of 
boron from the use of borated powder. 
These authors offered the statement that of 
alkaline talc combined with the boric acid 
to form ‘an inabsorbable salt. 


Experimental Studies 


No adequate studies have been done on 
the absorption of boric acid from its der- 
matologic use in various skin conditions. 
Cope ** considered the absorption of 10% 
boric acid ointment and saturated solution 
of boric acid as an irrigant on skin burns. 
He found that up to 2 gm. of boric acid 
appeared in the urine in 24 hours after the 
application of 10% boric acid ointment, and 
when saturated solution of boric acid was 
used as an irrigant up to 2.5 gm. appeared 
per day. He stated that the prompt excre- 
tion of the drug prevented toxic blood 
levels. 

To study the possibility of boron poison- 
ing from the absorption of boric acid 
preparations used in various dermatologic 
conditions, a group of 22 hospitalized pa- 
tients were employed. Boric acid was used 
in the form of 5% ointment in white 
petrolatum, as a saturated solution of boric 
acid, and in the form of pure boric acid 


Vol. 75, May, 1957 





s= oO fs oo wm |] 6 OO FF OD 


BORIC ACID POISONING 


Summary of Study of Twenty-Two Patients for Boric Acid Absorption 
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Blood Boron 
Age % Body Form of Duration of Level 
Patient Yr. Sex Diagnosis Surface Application Application Mg. per 100 cc. 
1 63 M_Exfoliative dermatitis 99+ 5% in petrolatum 3 weeks Trace (2nd wk.) 
(dermatitis venenata) 
2 75 F Dermatitis venenata 13 5% in petrolatum 3 weeks <0.5 
(dermatitis hypostatica) 
3 51 M Dermatitis venenata 27 5% in petrolatum 2 weeks Trace (2nd wk) 
saturated solution 
4 61 F Pemphigus vulgaris 15 34 in petrolatum 8 weeks <0.5 
5 27 F Dermatitis venenata 11 5% in petrolatum 1 week <0.5 
6 69 M_ Dermatitis venenata 27 5% in petrolatum 10 days Trace (10 days) 
7 13 M_ Dermatitis venenata 12 5% in petrolatum 1 week <0.5 
saturated solution 
8 67 M_ Dermatitis venenata 8 5% in petrolatum 2 weeks <0.5 
9 66 F Dermatitis venenata 12 5% in petrolatum 4 weeks <0.5 
(psoriasis) 
10 66 M_ Dermatitis venenata 15 5% in petrolatum 4 weeks <0.5 
(dermatitis hypostatica) 
ll 67 M_ Dermatitis venenata 53 5% in petrolatum 2 weeks <0.5 
12 44 M_ Dermatitis venenata 40 5% in petrolatum 3 weeks fi 
saturated solution (second) 
13 31 F Dermatitis venenata 17 5% in petrolatum 2 weeks <0.5 
saturated solution 
14 46 F Dermatitis venenata 20 4 in petrolatum 4 weeks <0.5 
15 61 F Dermatitis venenata 40 5% in petrolatum 3 weeks Trace (2nd wk.) 
(dermatitis hypostatica) saturated solution 
16 56 M_ Dermatitis venenata 18 5% in petrolatum 3 weeks <0.5 
17 71 M _ Mvycosis fungoides 99 plus 5% in petrolatum 3 weeks <0.5 
(fungating) 
18 52 M gone | (pediculosis 11 5% in petrolatum 2 weeks <0.5 
corpor 
19 66 M Stasis ulcers 1 5% in petrolatum 4 weeks <0.5 
20 50 M_ sS8tasis ulcers 2 Crystals 3 weeks <0.5 
21 60 F Stasis ulcers 1 Crystals 2 weeks <0.5 
22 48 F Dermatitis venenata 36 5% in petrolatum 2 weeks <0.5 





crystals. It was applied to such conditions 
as exfoliative dermatitis, dermatitis vene- 
nata, leg ulcers, mycosis fungoides, and 
extensive ecthyma. The areas of the body 
over which the applications were applied 
varied from 1% of the total body skin sur- 
face to 99% of the total skin surface. Blood 
boric acid levels were determined at at least 
weekly intervals. The volumetric method 
outlined by Kolmer*® was employed. In 
no instance was there a rise in blood boric 
acid levels that could be considered signifi- 
cant. 

The accompanying table gives the perti- 
nent data on the 22 patients studied. In 
interpreting our results, it must be remem- 
bered that small amounts of boron (0.04 
to 1 mg. per 100cc.) of blood may be a 
normal level and that fatal levels are usually 
100 mg. or more per 100cc. In view of our 
inability to produce significant boric acid 
levels in the bloodstreams of our patients 
from the topical application of boric acid 
preparations, it is difficult to explain some 
of the severe poisonings and deaths re- 
ported in the literature, including our own 
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case from the application of this drug to 
the skin. Some of the cases reported may 
not have been authentic instances of boric 
acid poisoning and others may have resulted 
from the accidental, unknown ingestion of 
the drug. It was noted among our patients 


_in most instances that rapid healing of the 


skin took place under treatment with the 
drug. Such healing would tend to prevent 
further absorption. In the fatal case re- 
ported the skin condition, instead of im- 
proving, grew continuously worse. This 
would enhance the absorption of boric acid. 
Other factors may be involved. It is possi- 
ble in some individuals more storage takes 
place than in others. In these patients 
elimination of the drug may be slower than 
normal. Since the drug is principally elimi- 
nated by the kidney, impaired renal func- 
tion may account for the high blood levels 
observed in some patients. There was no 
evidence of renal disease in our patients. 
Our findings agree with those of Cope,?® 
who believed that among his burn cases, 
rapid excretion prevented toxic cumulative 
levels. 
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Evaluation of Boric Acid 


The widespread use of boric acid on the 
skin for topical therapy appears to be a 
habit acquired from our predecessors. When 
the drug was originally introduced it was 
found to be less irritating and thought to 
be less toxic than most other antiseptics 
then in vogue. It has certain physical and 
chemical properties that probably explain 
its widespread use. It is a keratoplastic, a 
buffer against alkali, it is relatively non- 
irritating, colorless, and may be _incor- 
porated in a number of vehicles. The drug, 
however, at best is a weak antiseptic; a 
2.5% solution inhibits the growth of most 
bacteria, but does not destroy them.*! It 
also checks the growth of harmless yeasts. 
While some of the above outlined prop- 
erties are desirable for topical therapy of 
skin conditions, none of them make the 
drug indispensable. There are better and 
safer antiseptics available; there are many 
keratoplastic agents, safe buffering agents, 
and numerous substances which may be em- 
ployed to soothe the inflamed skin. Some 
authors believe that boric acid has no place 
in modern therapy.1**1 

We believe from the studies on our 22 
patients treated with boric acid preparations, 
such preparations may be safely used if they 
are not used indiscriminately. It is our 
opinion that the pure boric acid powder or 
crystals should not be employed. Likewise, 
we feel that boric acid preparations should 
not be used on extensive areas for periods 
of more than a week, particularly if the 
skin condition shows no sign of resolution, 
because some patients seem to exhibit an 
unusual susceptibility to boric acid poison- 
ing, the reasons for which are yet obscure. 
Physicians who employ the drug should be 
familiar with the symptoms of boric acid 
poisoning and be cognizant of the possibil- 
ity of poisoning from the transepidermal 
absorption of the drug. The diagnosis of 
boric acid poisoning should not be made 
merely from the presence of boric acid in 
the urine. It is necessary in such instances 
to demonstrate toxic blood or tissue levels. 
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Summary 


A fatal case from transepidermal absorp- 
tion of boric acid is presented. A study of 
22 patients with various skin conditions 
treated with boric acid preparations failed 
to show a significant rise in blood boric acid 
levels. Boric acid may be used in treating 
skin conditions, but should not be employed 
over large body surfaces, and treatment 
with the drug should not be prolonged. 


University of Buffalo. 


ABSTRACT OF DISCUSSION 


Dr. Epwarp F. Corson, Philadelphia: Some 
years ago, I read with surprise one of those 
rather scarey pediatric articles, pointing out the 
dangers of boric acid when used topically. I have 
been a heavy user of it for many years and have 
never. noted any ill effects. I put it in powders, 
lotions, salves and it has grown to be a sort of 
office habit, like doodling. 

I feel rather sure that without my support, the 
twenty-mule team outfits could have been cut to 
eighteen. « 

I never saw any effects that approach those 
which were mentioned in the articles, some of 
which Dr. Jordon has shown on the screen. The 
only patient I ever saw who almost undoubtedly 
had boric acid poisoning was in a urologic ward, 
a boy awaiting operation for exstrophy of the 
bladder. He was being given boric acid in cap- 
sules by mouth, and his bladder was irrigated 
several times a day with boric acid solution. When 
he began to show signs of irritation, the abdominal 
skin being inflamed, the urologist, to be consistent, 
applied boric acid ointment, with ill effect. That 
patient seemed definitely to have a case of ‘this 
nature. However, he recovered. As a result of 
the fright induced by these various articles, I 
have persisted in my old habits. 

Dr. Rees B. Rees, San Francisco: I think it 
should be pointed out that at least one of the 
commercial preparations which we used for the 
obtaining of aluminum acetate solution contains 
boric acid, which is used for buffering purposes. 

It should be pointed out that perhaps the same 
situation exists with ammoniated mercury, which 
is another very popular remedy with dermatol- 
ogists, because one can not only get absorption of 
mercury, but there is the theoretical possibility of 
acrodynia developing in a younger child. 

Dr. CLARENCE S. Livincoop, Detroit: In recent 
months Dr. James Hildebrand and I have had an 
opportunity to demonstrate experimentally this dif- 
ference in absorption from denuded inflammatory 
skin as compared with an intact cutaneous surface. 
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BORIC ACID POISONING 


In one of our experiments involving the application 
of C™ hydrocortisone lotion to the skin of the fore- 
arm of a volunteer subject we applied the lotion 
to an area of skin which had been abraded and 
irritated by the application of 1% mercury bichlo- 
ride solution and compared this result in a later 
experiment with the same subject, in which case 
the lotion was applied to intact skin. In the first 
instance, approximately 14% of the radioactive 
material was excreted in the urine during a four- 
day period following the application, whereas less 
than 1.5% of the radioactive material was re- 
covered in the urine when the lotion was applied 
to intact skin. 

Dr. STEPHEN ROTHMAN, Chicago: The problem 
that Dr. Jordon has dealt with has great clinical 
significance. In his case, the high boron values 
found at autopsy in blood, urine, and_ internal 
organs leave little doubt that death was caused by 
boron poisoning. Thus, he supplied further data 
showing that boric acid can be absorbed through 
broken skin in such amounts that poisoning and 
death may ensue. 

But, as Dr. Jordon himself pointed out, it is 
rather difficult to explain the rarity of such tragic 
occurrences in view of the fantastically widespread 
topical use of boric acid on broken skin. It is 
also hard to explain that if one starts to experi- 
ment with boric acid, applying it to broken skin, 
as Dr. Jordon did, and as was done also by Vignec 
and Ellis, one cannot reproduce this massive ab- 
sorption to any degree. 

Another queer feature of boron poisoning is 
that single large doses, given internally, are rel- 
atively harmless, while repeated smaller doses 
cause accumulation and poisoning, a ve -y unusual 
toxicological phenomenon. It seems that there 
must be a quite special situation in which the 
application of boric acid to broken skin surfaces 
becomes dangerous, and we just don’t know what 
factors lead to this rarely occurring situation. 
Ducey and Williams, for instance, report on a 
pair of infant twins, sister and brother, who were 
treated for similar diaper rashes with boric acid 
powders in a very similar fashion by the mother. 
The baby girl died from bo:'c acid poisoning, 
while the boy did not get even obviously sick. 

In any case, the literature indicates that wwe 
danger is particularly great in infants, and it also 
seems that, in adults, the danger is present when 
boric acid wet packs are applied to large surfaces 
continuously for a week or longer. 

I should like to confess that I myself have 
been a sinner in having used plenty of boric acid 
topical applications in my long practice. I never 
had any trouble, although, in 37 years of practice, 
I prescribed many kilograms and maybe tons of 
boric acid. It is true, I have been unable to order 
boric acid wet dressings to our hospitalized babies 
because the use of boric acid is strictly forbidden 
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in our children’s hospital and in our lying-in hos- 
pital. But our soft pastes, our routine soft pastes 
with 3% boric acid, do slip through even there. 

I had heard, of course, and read about sporadic 
cases of poisoning in the newborn, but I always 
thought that such catastrophes occurred by acci- 
dental ingestion, due to some fatal error in the 
nursery. 

Dr. Jordon wonders if the alleged virtues of 
boric acid, its extremely weak antiseptic and 
keratoplastic potencies, and, we may add, its weak 
acidity and astringency, justify its use. I would 
go a step further and state that nobody ever has 
shown by controlled experimentation that boric 
acid wet packs are any better than saline solutions, 
or that the addition of 3% or 5% boric acid to 
ointments or pastes makes any difference. I fully 
agree that the use of boric acid is “a habit ac- 
quired from our predecessors,” as Dr. Jordon ex- 
pressed it. 

Finally, one more word about the concept of 
broken skin. We know today that the chief barrier 
to percutaneous absorption lies at the base of the 
horny layer, and it seems that this barrier mem- 
brane includes part of or the whole thickness of 
the granular layer. There can be little doubt that 
in parakeratotic conditions of any kind in which 
the granular layer is not continuous, this barrier 
is damaged, and this is particularly true for cases 
of exfoliative erythroderma, to which Dr. Jordon’s 
case seems to belong. Any lesion in which the 
subcorneal barrier is damaged must be regarded 
as a lesion with broken skin. It is absolutely not 
necessary to have grossly visible breakage, such 
as erosions, oozing, or ulcerations, to expect in- 
discriminate and massive absorption. In practically 
all cases in which dermatologists use boric acid, 
the skin is broken. 

I believe we should all be indebted to Dr. 
Jordon for having called our attention to this 
important subject. 

Dr. Ervin Epstetn, Oakland, Calif.: I found 
this paper very fascinating. 

In Oakland, we have a large veterans’ hospital 
with 712 beds. All patients with generalized der- 
matoses would be treated with boric acid ointment, 
boric acid wet dressings and starch and soda 
baths. A month ago, in checking our statistics, 
it was found that we had treated about 4200 
patients by this method. Many of them had 
kidney disease; many of them had liver disease, 
and most of them had severe generalized derma- 
toses. In that length of time, there were no cases 
of boric acid poisoning. We could find no instance 
in which a dermatitis was made worse by the ap- 
plication of these measures. 

Furthermore, these three measuies, plus hos- 
pitalization, were sc successful wat, in many 
cases, it was not necessary to instit 4te more specific 
treatment. 
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My interest in the problem was aroused because 
at Stanford University, they have forbidden the 
use of boric acid in any form, for any patient, 
for any condition. I think it is very important, 
when a substance in common use produces poison- 
ing, to report it. However, I think we should also 
stress that these remedies are very often valuable 
and safe in the form and manner prescribed in 
dermatologic practice. 

Dr. Frank C. Compes, New York: There is 
one advantage that boric acid possesses over most 
other salts; this is, in a saturated solution at room 
temperature, it is practically isotonic with body 
fluids. I think that is really its principal virtue, 
regardless of its antiseptic properties. Certainly, 
it has an advantage over plain tap water. 

The furor over boric acid poisoning, I think, 
was really instigated by the cases Dr. Jordon 
mentioned in which it was mistakenly taken in- 
ternally instead of milk sugar. This error oc- 
curred in Norwich, N. Y. Immediately after 
verdicts of, I think, $20,000 were awarded in each 
case the Department of Hospitals in the City of 
New York placed boric acid on the poison list. 
This means that it and anything containing it 
would be treated like habit-forming drugs. It 
would be kept under lock and key, and patients 
could not themselves apply boric acid ointment 
or boric acid solution. This so complicated therapy 
that, as a member of the Formularly Committee 
of Bellevue Hospital, I said we could dispense 
with boric acid altogether. This was over 10 
years ago, and we have got along pretty well, 
substituting saline, sodium sulfate solutions, and 
tap water. 

I think one thing should be stressed not .only to 
dermatologists but to the general practitioner. 
When boric acid is used as a wet dressing it 
should be dissolved in water at room temperature 
and not in hot water. At 37C it is soluble to 
about 4%; as the temperature of the water in- 
creases it solubility increases rapidly. As the water 
cools it precipitates and is irritating. As Dr. 
Jordon has mentioned, the use of boric acid 
powder and boric acid crystals should be avoided, 
as they are potentially dangerous. Another point 
to be remembered in using boric acid compresses 
and poultices is that as the dressing dries, it should 
be moistened, not with more boric acid solution 
but with plain water. Otherwise you are going 
to get a supersaturated solution and precipitation 
of boric acid crystals in the dressing. 

I think this is a very good reason for dispensing 
with the routine use of boric acid wet dressings 
and substituting something else, even if it is plain 
tap water. 

Dr. STEPHEN ROTHMAN, Chicago: Mr. Chair- 
man, it was a slip of the tongue in my saying 
that water is as good as boric acid solution. My 
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manuscript reads “saline solution,’ so that is in 
reply to what Dr. Combes has said. 

There is one more point which Dr. Combes 
touched upon. Many nurses use the wrong tech- 
nique. When, the wet dressing dries and warms 
up, they do not remove it and do not resoak it in 
the solution but leave the cloth on the skin and 
add boric acid water from a syringe. Thereby 
they steadily increase the concentration of boric 
acid because water evaporates but boric acid does 
not. ‘The same mistake is committed also with 
solutions of potassium permangante and of 
aluminum subacetate. Such practice should be 
energetically discouraged. 

Dr. ANTHONY C. Crpottaro, New York: I have 
always been interested in boric acid poisoning, 
ever since the first reports came out of deaths 
following the ingestion of boric acid. I wonder 
whether we are not driven somewhat by a fear 
complex, whether the subsequent reports that 
came out following that first report were not 
based, perhaps, on inadequate observations. 

It is very difficult for me to appreciate the 
fact that by applying wet dressings to one ex- 
tremity, boric acid solution for two weeks, enough 
boric acid could be absorbed by an adult healthy 
person to cause the death of that person, and so 
several questions come to my mind. 

First, has the amount of boric acid which was 
consumed by this patient, by local application, 
been accurately determined or calculated to justify 
the large amounts that were found in the various 
organs? 

Second, was it possible that by some mistake, 
this patient ingested the boric acid rather than 
absorbing it from just one extremity? 

I cannot help but bring to your attention also 
the fact that one competing pharmaceutical house, 
immediately after the first reports of boric acid 
poisoning came out, promoted a remedy as a sub- 
stitute for boric acid, and used the most horrible 
pictures in the A.M. A. publications and in other 
journals to bring to our attention the terribly 
harmful effects of using boric acid on the surface 
of the skin. 

Finally, only very recently, one of the govern- 
mental agencies—and I believe it was the Pure 
Food and Drug Administration—thoroughly ex- 
amined this whole question of boric acid poisoning 
from local absorption, and I think it was their 
finding that there was no danger in using boric 
acid solutions and boric acid ointment as we have 
been using them for the treatment of various 
dermatologic conditions. 

Dr. JAMES W. Jorvon, Buffalo: I knew when I 
presented this subject that there would be a great 
deal of controversy about it, since most derma- 
tologists use this drug on the skin and have not 
observed poisoning from its external use. 
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We have used boric acid over a period of many 
years and, so far as I know, have never produced 
poisoning from its topical use. The patient re- 
ported in this paper received her treatment else- 
where and was already in the state of advanced 
boric acid poisoning when she was brought into 
the hospital. 

Dr. Rothman in his discussion mentioned three 
infants who were poisoned from boric acid, re- 
ported by Ducey and Williams. I should like to 
call to your attention the fact that the blood 
levels of boric acid in these infants were below 
that ordinarily considered toxic. 

Dr. Epstein mentioned a large number of cases 
treated by him with boric acid with no trouble. 
This coincides with our experience, that poisoning 
only occurs from improper use of the drug and in 
some individuals who have, for one reason or 
another, increased susceptibility to poisoning from 
this substance. 

Dr. Cipollaro brought up the subject of whether 
this patient could have ingested the boric acid. 
We thought of this possibility ourselves ; however, 
we do not believe that the poisoning can be ex- 
plained by ingestion. It has been pointed out that 
single large doses are not as important in poisoning 
and death as small cumulative ones. A _ single 
glass of saturated solution of boric acid would 
contain about 10 gm., much less than the lethal 
dose. She would have had to drink it on multiple 
occasions to produce the poisoning which she de- 
veloped. In view of our experiment, it is difficult 
to explain why this woman developed serious 
poisoning other than that the drug was used over 
very large areas of skin. There are authentic 
sporadic cases in the literature from skin ab- 
sorption which may indicate an unusual suscepti- 
bility in certain individuals. 

It is not our intention to say that boric acid 
should never be used on the skin. We still use 
some but not over wide areas for prolonged 
periods. 

Our experiments demonstrate that the reasonable 
use of the drug does not produce toxic blood 
levels. The fatal case reported does demonstrate 
that widespread use of the drug over prolonged 
periods may produce poisoning or death in certain 
individuals. 
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Leiner’s Disease 


FRANCIS W. LYNCH, M.D., St. Paul, Minn. 


Generalized exfoliative eruptions of in- 
fancy, though observed only infrequently in 
America, are nevertheless of interest be- 
cause of continuing confusion as to the ex- 
istence and nature of Leiner’s “erythro- 
dermia desquamativa.” In the experience 
of Leiner and other European pediatricians 
this disease was observed with frequency, 
but dermatoses of all types were then com- 
moner, Leiner having remarked that 
children without some eruption were the 
exception. Many experienced American 
dermatologists have never made a diagnosis 
of Leiner’s disease. Cole, Hodges, and 
Silver + discussed the subject several years 
ago, and more recently Crotty,? in Military 
Service, reported four instances observed in 
Europe but (presumably) occurring in in- 
fants born of American parents. 

My interest in this disorder was activated 
by observance of a patient on the Pediatric 
Service of the University of Minnesota 
Hospitals. 


Report of a Case * 


A boy, born Nov. 1, 1955, of a diabetic mother, 
weighed 6 lb. 5 oz. Of his six siblings one had 
asthma and urticaria. The eruption began on his 
abdomen at 2 weeks and had become generalized 
at 7 weeks of age. Feeding from birth having 
been artificial, basic changes were later made with- 
out influence on the course of the illness. An 
upper respiratory infection developed, associated 
with slight loss of weight (34 lb.), fever, and 
loose yellow stools. After two weeks of general 
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hospital care had failed to help him, he was trans- 
ferred to the University Hospitals on Jan. 26, 
1956, being then nearly 3 months of age, 22 in. 
in length, and 9 Ib., 5 oz. in weight. The eruption 
was generalized and with some scaling, but was 
moist, red, and eczematous on the chest. There 
was generalized enlargement of the lymph nodes. 
The baby soon became covered by moderately 
red, large, flaky scales, both dry and moist. There 
then developed unrelenting diarrhea, leading to 
dehydration. Under antibiotic therapy the fever 
subsided from 104.2 F (rectal) to normal, but 
rose again before death on Feb. 9. 

The hemoglobin was normal on admission; the 
white blood cell count dropped from 17,000 to 
13,200, and the initial eosinophilia (25%) dis- 
appeared. Cultured from the skin were coagulase- 
positive staphylococci, a few. alpha streptococci, 
and Pseudomonas aeruginosa. Cultured from the 
nose and throat were Proteus vulgaris (Bacillus 
proteus) and a few coagulase-positive staphylo- 
cocci. Cultures from the stool showed only 
Escherichia coli on numerous examinations. Cul- 
tures from the blood were negative until late, 
when coagulase-positive staphylococci were found. 

Cutaneous biopsy was performed, and the results 
will be mentioned later. Permission for autopsy 
was refused. 


Dr. Henry E. Michelson, as dermatologic 
consultant, made a diagnosis of Leiner’s dis- 
ease, which was concurred in by the pedi- 
atric staff, although the case does not 
exactly coincide with the descriptions given 
by Leiner. A diagnosis of Leiner’s and Rit- 
ter’s diseases is usually considered in such 
cases as this, but few American dermatol- 
ogists have any real confidence in their 
concept of these disorders. There has been 
fairly general agreement that Leiner’s dis- 
ease somehow relates with seborrheic erup- 
tions and that it can be distinguished from 
Ritter’s erythrodermic disorder.. Although 
Cole disagreed with this view, the discussers 
of his presentation in turn disagreed with 
him. 

Ritter first described “dermatitis exfolia- 
tiva neonatorum” and is credited with hav- 
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ing observed 300 examples in Prague in a 
period of 10 years. His description was 
clear, and that condition has been almost 
universally accepted as a generalized ex- 
foliative process resulting from rapid un- 
favorable progression of bullous impetigo, 
only superficially resembling the condition 
described by Leiner. 

Leiner is universally given credit for an 
original description in 1903 with his report 
of the exfoliative disorder which he then 
entitled “‘Eczema universale seborrhoicum.”? 
By 1907 he had changed the title to “eryth- 
rodermia desquativum.”* In the follow- 
ing year he provided in English a review 
of his experience with 43 cases.° There 
were additional publications, but in 1930 his 
section in Jadassohn’s Handbuch summar- 
ized his experience. German and Austrian 
pediatric clinics reported cases in compar- 
able numbers (Eliasberg, Haeckel, .Schon- 
feld, Wittman), and these statistics were 
reviewed and the subject was considered 
thoroughly by Moro® in 1932 in a mono- 
graph, “Ekzema infantum und Dermatitis 
seborrhoides.” 

Dermatologic authors have given less at- 
tention to this subject. Unna,® writing with 
Winkler, in- the Handbuch discussed “‘sebor- 
rhoische Ekzem” in 1927 without textual 
comment on Leiner’s disease, though listing 
his work among the references. In contrast, 
Kreibich,® under “Eczema seborrhoicum,” 
devoted most of his comment to “dermatitis 
Leiner.” : 

English and French authors have given 
but slight consideration to this disorder. 
American literature on the subject has also 
been very limited, only the pediatrician, 
Lewis Webb Hill, having written repeat- 
edly. Having observed 21 examples of 
erythroderma among 800 patients with in- 
fantile eczema, he differed from Leiner in 
several practical and theoretic considerations 
and regarded Leiner’s disease as “a symp- 
tom complex occurring in certain seborrheic 
and eczematous infants.” He summarized 
his experiences and clearly expressed his 
views in a recent monograph, “The Treat- 
ment of Eczema in Infants and Children.”!” 
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It would seem that a modern concept of 
Leiner’s “erythrodermia desquamativa” 
ought to take into consideration American 
clinical experience and ‘also the histopath- 
ologic viewpoint, which has been largely 
ignored except in one publication by Leiner, 
whose histologic study gave no idea as to 
the cause or nature of the disease. Gans, 
in his second edition, states that the disorder 
can clearly be distinguished from Ritter’s 
disease, differs from eczematous dermatitis, 
and stands near exfoliative generalized 
erythroderma. Cutaneous biopsy in our case 
showed parakeratosis and slight hyperkera- 
tosis, and edema of the papillae. A few 
lymphocytes were observed in the epidermis 
and the papillary cutis and perivascularly 
in the deeper cutis. No specific histologic 
diagnosis was made. 

Etiology helps but little in understanding 
this disease. Leiner regarded breast feeding 
as an important point, but his idea is not 
generally aecepted today. A recent experi- 
mental study (not available to me in its 
original form) reports that the milk of 
mothers of these children, when given to 
rats, produced alopecia and dermatitis in 
some and loss of weight in the majority of 
the animals.'* 


Comments 


From review of the literature one con- 
cludes that there is general agreement that 
Leiner described a disease or at least a syn- 
drome, different from Ritter’s disease and 
from other exfoliative dermatoses of in- 
fancy—except possibly severe extensive seb- 
orrheic dermatitis (seu eczema) and atopic 
erythroderma. There exist in the literature 
several important areas of disagreement: 
1. Leiner’s emphasis on occurrence only in 

bottle-fed babies conflicts with the ex- 

perience of others, including Moro, Hill, 
and Crotty. 

2. Leiner’s denial of importance of the sebor- 
rheic factor is controverted by Moro, Hill, 
and many others. (In the Handbuch Leiner 
differentiated this disorder from universal 
seborrheic eczema.) 
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LEINER’S DISEASE 


3. A possible association with atopy is difficult 
to evaluate. For a diagnosis of atopic der- 
matitis (seu eczema) many observers de- 
mand a familial or personal history of atopy, 
but the former inquiry is frequently mis- 
leading and the latter demand requires some 
starting point as the first atopic evidence, 
which might be that eruption under observa- 
tion for diagnosis. Neither Moro nor Hill 
excludes possible atopic factors in this dis- 
ease; Leiner refers to its onset with inter- 
trigo or eczema but states eosinophilia is 
not present. 

One cannot be sure as to the exact nature 
of the accompanying gastrointestinal dis- 
order. Its frequent (or obligate) existence 
and its resistance to treatment are charac- 
teristic features. Other systemic disturb- 
ances are important but are less constant 
or characteristic. The mortality rate is diffi- 
cult to define because of varying availability 
of effective therapeutic agents and differing 
concepts of the disease entity, etc. Suffice 
it to state that it is a serious and frequently 
fatal disease. The death of our patient is 
evidence against Crotty’s belief that today 
the prognosis is “excellent” because of 
modern therapy. 

After Leiner the most experienced auth- 
ors have been Moro and Hill, and their 
views deserve separate mention. Moro 
conceived of Leiner’s disease as a seborrheic 
disorder leading to the highest type of eryth- 
roderma seen in early infancy; to him the 
disease was not only an eruption but an 
entire clinical picture, with the “dyspepsia” 
following a parallel course, neither being the 
“cause” of the other. He believed the dis- 
ease had numerous transitions and was 
difficult to define. Hill, too, thinks Leiner’s 
disease is severe generalized seborrheic 
dermatitis and he differentiates it from 
atopic erythroderma, which latter may or 
may not begin with seborrheic dermatitis, 
but is basically atopic with the addition of 
infectious factors. 


Conclusions 


Confusion in terminology is one factor 
leading to difficulty in expressing a concept 
of Leiner’s disease. Many of us regard 
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“eczema” as a morphologic entity and use 
that title to describe “eczematoid” disorders 
whether resulting from contact allergy, 
atopy (seu  neurodermatitis), seborrhea, 
dermatitis medicamentosa, or infectious 
eczematoid factors (either bacterial or my- 
cotic). Among those who accept that view, 
the majority agree that many cases of 
“eczema” belong not in one but in several 
of these categories. With such a concept 
one has less difficulty in regarding Leiner’s 
disease as a severe form of eczema pre- 
senting in different cases varying degrees of 
atopy, seborrhea, and perhaps infectious 
eczematization, and accompanied by a pe- 
culiar systemic reaction which is most evi- 
dent in its gastrointestinal manifestations. 
Since the dermatologic features are not 
classical and constant, it seems to me better 
to avoid a descriptive title, erythrodermia 
desquamativa, which suggests a dermatologic 
entity, and rather to use the term Leiner’s 
disease and to regard this disease as a reac- 
tion or syndrome rather than as a morpho- 
logic dermatologic picture. The eruption, 
then, is neither entirely seborrheic nor en- 
tirely atopic, but rather these (and perhaps 
sometimes other) factors are present in 
varying degrees in different cases and at 
different times in the same case. 
1466 Lowry Medical Arts Building. 
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Clinical Notes, New Instruments and Techniques 


Use of a Pumice Stone in Psoriasis 


CARROLL S. WRIGHT, M.D., and. DONALD N. TSCHAN, M.D., Philadelphia 


Over a period of many years, numerous patients 
with psoriasis have remarked about the difficulty 
of rubbing oils or ointments into their patches. 
Early in 1954 we began advising patients to employ 
a pumice stone to massage in the prescribed appli- 
cation on all areas except the scalp and face. This 
procedure not only has the advantage of increas- 
ing the amount of oil or ointment that can be 
rubbed in, but it also removes loose scales and 
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does not irritate the fingers. Furthermore the de- 
sire to scratch is lessened. 

While the patients are in the office or clinic, 
the method is demonstrated, care being taken to 
emphasize that the pumice stone must not be used 
too forcefully because it might result in pinpoint 
hemorrhages. They are further instructed to wipe 
off any oil or ointment not absorbed, thus lessening 
the damage to clothing and bed linen. 

Since this procedure was instituted, virtually all 
patients have found it helpful, and in our opinion 
the therapeutic response is better. 


1402 Spruce St. 
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The Quality of X-Rays in the Treatment of Skin 


Diseases 


J. J. ZOON, M.D., and J. F. C. WERZ, M.D., Utrecht, Netherlands 


X-ray surface therapy in the treatment of 
skin diseases has grown to occupy a very 
important, if not indispensable, place, since 
it was applied for the first time by Freund 
in 1896. 

The list of dermatoses for which x-irradi- 
ation in the past and also in the present is 
considered useful, is an extremely lengthy 
one. It must be said, however, that the 
indication to apply x-ray therapy or not, 
occasionally is considered from differing 
points of view. Variations are also encoun- 
tered in the method of irradiation in those 
dermatoses in which otherwise agreement is 
reached as to the positive indication for ir- 
radiation. All this is not surprising when 
we remember that in dermatology the indi- 
cation, as well as the irradiation methods, 
as a rule, is derived from empirical findings. 
Especially concerning the quality of x-rays 
to be used, the therapeutists appear to adhere 
to very different opinions. As early as 1933 
Holthusen and Braun remarked that in der- 
matology all qualities of rays from very 
soft to medium hard (e. g., 120 kv. with 
heavy filter) are being used. Andrews and 
Braestrup in 1936 stated that preferably 
two extremes are being used apparently, 
namely, grenz rays (6-12 kv.) and rays of 
100 to 125 kv., neither one of which ap- 
proaches ideal. 


Quimby, in 1942, remarked that in surface 
therapy a great number of combinations of 
voltage, filter, and focus-skin distance are 
used (as opposed to the more restricted 

Received for publication May 7, 1956. 
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number of x-ray qualities used in depth 
therapy ). 

The consequence of all this is that various 
authors—as we did in the dermatological 
clinic at Utrecht—have seen the necessity ot 
taking accurate physical measurements in 
order to obtain better data concerning the 
course of ionization density in tissues with 
the usual x-ray qualities. Besides an 
accurate listing of the surface dosage in 
“roentgens,” the knowledge of the dose dis- 
tribution in space as a function of the volt- 
age, the filter, the focus-skin distance, the 
diameter of the field, and the composition 
of the tissue to be irradiated, is of consider- 
able importance. Especially in depth therapy 
an effective use has been made of such data, 
and, very likely, the great progress of roent- 
gen therapy in cancer is due to this fact. 
According to present conceptions the effect 
of x-irradiation is based on the ionizing 
potency of rapid electrons arising from ab- 
sorption of roentgen quanta. The pathway 
that is traversed by these rapid electrons 
in the tissue (in the usual irradiation in 
dermatology) is not longer than a few milli- 
meters. One might therefore say that in 
soft irradiation the biological effect takes 
place in the immediate proximity of the 
spots where the roentgen quanta are ab- 
sorbed, that is to say, where the energy of 
the irradiation photons is exchanged for 
ionization energy. If a method of measuring 
were available, in order to determine the 
ionization density in tissue as a function of 
various parameters that are of importance 
in practice, such as voltage, voltage form, 
filter, diameter of the field, focus-skin dis- 
tance, composition of the tissue, and thick- 
ness of the layer to be irradiated, then with 
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the help of such a measuring procedure, 
graphs and depth-dose curves could be com- 
posed that might serve as a valuable aid in 
the therapy. In this respect we start from 
the assumption that the therapeutic action 
is the result of the direct absorption in the 
diseased layer to be irradiated. 

It appears possible indirectly to obtain 
the desired data experimentally., For this 
may be used the theoretically and experi- 
mentally verified law of Bragg-Gray, stating 
that the ionization current in a small air- 
filled cavity in tissue is a measure for the 
ionization density in that tissue at the place 
of this air cavity. The experimental tech- 
nique based on this law is simple: Phantom 
material that for a great range of wave 
lengths has approximately the same absorp- 
tion coefficient as soft tissue is used. Such 
substances are water, perspex, ham, and 
polystyrene. Within such a phantom an 
ionization chamber is placed, the distance 
of which from the surface can be varied. 
The ionization chamber is filled with air of 
normal temperature and pressure, and the 
ionization current occurring if x-rays are 
thrown on the phantom is measured with 
an electrometer. 
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In this way investigators have composed 
depth-dose curves and isodose curves. The 
grenz rays and the more penetrating radia- 
tion aroused particular interest; the range 
between 50 and 100 kv. with filter, however, 
was not studied in the past, and this is pre- 
cisely the range from which the majority of 
dermatologists derive the x-ray qualities for 
their therapy. 

Our own empirical findings likewise 
pointed especially in the direction of irradia- 
tion between 50 and 100 kv., with a total 
filter up to 1 mm. Al. It was therefore de- 
cided to take measurements in the above- 
mentioned voltage range in order to ascertain 
the absorption relationship in phantom ma- 
terial, corresponding to skin as to its atomic 
composition. In addition, an investigation 
was made into the depth below the surface 
down to which the visible alterations of the 
disease extend. 

The phantom (Fig. 1) consists of a block 
of perspex, composed of sheets of perspex 
of 300 by 300 mm. and thicknesses of 1, 
4, and 8 mm. These are made into a pile, 
and the whole is placed on lead supports in 
a lead-lined case. In one of the perspex 
sheets of 1 mm. thickness a hole with a 
diameter of 20 mm. has been made; above 
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QUALITY OF THERAPEUTIC X-RAYS 


and below this sheet another sheet of the 
same thickness (=1 mm.) has been ce- 
mented, after the portion of the sheets that 
will close up the aperture in the first sheet 
has been covered with a layer of graphite. 
This layer is obtained by roughening the 
smooth perspex with fine sandpaper, and 
subsequently blackening the rough surface 
with graphite. Thickness of the graphite 
layer obtained in this manner is 1 to 2p. 
These layers of graphite have the function 
of electrodes, which, via strips of aquadac 
(Colloidal carbon), are connected to copper 
strips outside the perspex. The ionization 
chamber so constructed may be placed at 
different heights between the perspex sheets. 
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Figure 2 shows percentage depth-dose curves 
in five voltages (30, 50, 70, 90, 100) and 
four filters (a total of 0.7, 1.0, 1.5, and 2 
mm. Al), FS distance 25 cm. and diameter 
of irradiated field 12 cm. We see at a depth 
of 10 mm. more than 70% of the surface- 
dose with a voltage of 70-100 kv. and a 
filter of more than 0.7 mm. Al. 

One should compare Figure 2, with Fig- 
ures 3 and 4, the latter being the results of 
Trout and Gager’s working with a tube with 
a Be window. It may be seen that this irra- 
diation, considered useful in dermatology, is 
very largely absorbed in the most super- 
ficial layer. On the other hand, it may be 
seen from our Figure 2b that irradiation of 


Fig. 2—Depth-dose curves 
in perspex. Focus-skin dis- 
tance 25 cm. Field diameter 
12 cm. Inherent filter of x-ray 
tube 0.6 mm. Al. Direct volt- 
age. 
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Fig. 3.— Depth-dose 
curves in beef. Focus- 
skin distance 15 and 30 
cm. Be window. Alter- 
nating voltage. (Based 
on work by Trout and 
Gager) 


70-100 kv. D. C. with 1 mm. AI filter, will 
irradiate the first few millimeters below the 
surface homogeneously. The choice between 
these x-ray qualities, which are greatly di- 
vergent as regards their depth-dose curves, 
may be made if one assumes that the biologi- 
cal action of x-rays is a direct result of 
the number of ions produced by this irradi- 
ation, consequently, of the absorption. Fur- 
ther we must know at what depth the tissue 
is situated which is to be influenced by 
irradiation. 

The first-mentioned proposition, after 
many experimental investigations, has been 
found correct in-its general sense. The evi- 
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dence adduced by many investigators appears 
sufficiently reliable. Furthermore, the knowl- 
edge about the localization of the diseased 
tissue has proved to be a good guide in depth 
therapy. 

In order to have available the data re- 
quired for the more superficial skin diseases, 
we investigated in a number of biopsies at 
what depth the demonstrable alterations 
were situated. The accompanying table rep- 
resents the results of these measurements. 
In the measurements the confirmed shrink- 
age of 10% due to paraffin technique was 
taken into account. 

From these measurements a subdivision 
into three groups may be made: 
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Fig. 4.—Depth-dose curves 
in beef. Focus-skin distance 
15 and 30 cm. Be window. 
Alternating voltage. (Based 
on work by Trout and 
Gager) 
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(a) Disorders in which the alterations are found (c) As a third group we mention those disorders 
down to 1 mm.: many eczemas, many cases in which demonstrable alterations are pre- 
of psoriasis, naevus flammeus sumably present, even deeper than at 3.5 mm., 
such as skin tumors, deeper inflammations, 
hydradenitis, mycosis tumors and other 
reticuloses, and many others. 


(b) Disorders down to 2.5-3.5 mm.: Chronic 
lichenified eczemas, circumscript neurodermi- 


titis, lichen ruber planus, lichen ruber cor- This subdivision in no way preten te ta Be 
neus, psoriasis. We add the hair diseases that 


need depilation (depth of the hair root down complete or entirely correct; it can only 
to 3.5 mm.). Further, infiltrative changes in S€TVY€ aS a guide. In any case it will be 
granuloma fungoides, types of acne, and necessary to obtain an impression as to the 
many others depth of the disorder by estimation. 


Depth of Pathological Change in Superficial Skin Diseases 








Maximum Depth of 





Thickness of Epidermis, Pathological Change, 
No. Mm. Average Mm. Average 
74 0.3-0.8 0.6 0.8-2.1 13 
0.4-1.4 0.8 0.6-2.1 18 
54 0.31.5 0.8 0.7-3.2 1,1 
41 0.3-1.5 0.8 1.1-4.4 2.2 
27 0.2-0.9 0.4 0.4-2.1 1 
19 0.61.4 11 0.9-2.6 1.6 
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13.5 : 0.019 0.034 

16 0.07 0.059 

21 0.12 0.08 

25 0.19 0.108 

Figure 5 


In the irradiation of the epidermis, obvi- 
ously the cutis and subcutis will also partici- 
pate in the irradiation. The problem arises 
how far the irradiation of these layers is of 
importance for the epidermis. For its nutri- 
tion and regeneration the epidermis is de- 
pendent on its subjacent layers; therefore 
it appears extremely likely that irradiation 
of the cutis (and of the subcutis?) actually 
may also influence the epidermis. For the 
time being this question cannot be answered 
readily, since it is impossible, owing to 
experimental difficulties, to spare the epi- 
dermis completely in irradiations of the 
cutis. The subcutis itself is not very radio 
sensitive, but sometimes contains hair papil- 
lae, sweat and sebaceous glands that are 
somewhat more radio sensitive. However, 
for the greater part of the body surface it 
is established, that below the skin tissues 
are situated that are but little radio sensitive, 
such as fatty tissue and muscular tissue. It 
therefore appears justified in those cases in 
which one has definitely ascertained the 
absence of extremely radio sensitive tissue 
(testis, eye), not to be too cautious with 
underlying tissues, and to try in the first 
place to obtain a homogeneous irradiation of 
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Figure 6 


the diseased and altered portion of the skin. 

The result of such a consideration is that 

preference will be given to irradiation that 

has been deprived by a filter of the softest 
components, because the latter reach only 
the most superficial layers. The recognition 
of the fact that none of the afore mentioned 
dermatoses shows a constant thickness of 
the affected layer, and that the thickness 
cannot be determined with adequate accuracy 
either, must lead to the conclusion that the 

use of unfiltered irradiation results in a 

very irregular distribution of the radiation 

energy over the pathological tissue. 

From this consideration, and on the basis 
of data from the literature and our own 
measurements, we have arrived at instituting 
an irradiation scheme approximately as fol- 
lows: 

(a) For the most superficial dermatoses: 25 kv. 
with a filter that corresponds with a_half- 
value layer of 0.1 mm. Al (Ebbehoj; Fig. 5); 

(b) For alterations 1-3 mm. below the surface: 
30 kv. D.C., 0.7 mm. Al (Werz; Fig. 2a) or 
85 kv. A.C., 0.5 mm. Al (Trout and Gager; 
Fig. 6) ; 

(c) For disorders deeper than 3 mm. below the 
surface a heavier filter is considered neces- 
sary, and one should use 70-100 kv. A.C. 
with 1-3 mm. Al. 
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PATCH TESTING—BAND-AIDS 


The scheme given above appears chiefly 
in accordance with the quality of x-rays that 
empirical findings had revealed previously ; 
in many instances an investigation as accu- 
rately as possible (estimation ?) concerning 
the layer considered diseased and to be sub- 
jected to irradiation must show us from 
which x-ray qualities we may expect to 
obtain the best results. 

University of Utrecht. 
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Clinical Notes, New Instruments 





and Techniques 


Plastic Band-Aids for Patch Testing 


ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


Lack of adhesiveness is a distressing fault of 
the usual types of patch tests, whether home-made 
or commercial, unless these are reinforced by 
extra strips of adhesive to secure them to the 
skin. Frequently, especially when the subjects are 
working, sweating, or bathing, the patch separates . 
prematurely, thereby not allowing the prolonged 
intimate contact (at least 24 hours) necessary 
to detect borderline cases of allergic contact 
dermatitis. I wish to call attention to a product, 
designed for totally different purposes, which in an 
experience of thousands of patch tests has proved 
wonderfully convenient and useful—the plastic 
Band-Aid. Band-Aids are simply and quickly ap- 
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plied, but best of all they stick to the skin 
tenaciously even in the face of sweating or 
showering. If one makes certain that the skin is 


reasonably dry at the time of application, separa- 


tion before 24 hours is uncommon. 


The 1X3 in. Band-Aid is just the right 
size. The test material is placed upon the square 
of gauze in the center. No adhesive touches the 
skin under the gauze square, thus adhesive tape 
reactions can be easily differentiated. Since the 
test substances are so often in solution, the ability 
of the gauze square to hold about 0.25 ml. of 
water is advantageous. The Johnson & Johnson 
Band-Aid is superior in this one respect to its 
rival, the Curity product, the square of the former 
being backed by a cottony material, while the 
latter has only some additional folds of gauze. 


Duhring Laboratories. 
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American Board of Dermatology, Inc. * 


The examinations in 1956 were of the same general character as outlined in 
the Special Article published in the April, 1956, issue of this journal. In the writ- 
ten examination there were fewer items in total, considerably fewer questions of 
the true-false type, almost double the previous number of the multiple alternative- 
multiple choice type, and about the same number of single alternative-multiple 
choice questions as before.t This type of examination leads to fewer correct 
answers, and after such an examination the candidates are likely to think it 
has been more difficult. However, the purpose of such an examination is to 
spread the lower scores over a wider total range and thus permit greater, dis- 
crimination among the candidates of marginal ability in the area where it is so 
important to be able to separate the passing from the failing scores. The 
examination this year appears to have had greater success in accomplishing this 
aim, There were only 14 who failed among 107 taking the written examination, a 
better record than for many years. This is particularly favorable if one considers, 
that there were only eight failures among candidates taking the examination for 
the first time. : 

The oral examination was given to 98 candidates, 3 of whom failed and 7 of 
whom were conditioned. The latter will be required to repeat only portions of 
the examinations unless they have failed previous examinations. 

As is the case with the majority of the Specialty Boards, the written examina- 
tion was again prepared with the advice and assistance of a psychologist specializ- 
ing in educational testing services. Results of the written and oral examinations 
are subsequently analyzed in detail in order to improve the testing program. 
Greatly appreciated help was also obtained from many able dermatologic teachers, 
who provided questions and generously supervised the written examinations given 
in 25 cities. 

It was noted by the examiners that candidates of all levels of ability are weak 
in their knowledge of syphilis and venereal diseases. The deletion of “Syphilology” 
from the title of the Board should not lead to the belief that the subject is not still 
of considerable significance in dermatology, even though less than formerly. 
Poorer candidates tend to be notably weak in their knowledge of allergy; of 
microbiology and mycology ; medicine as it relates to dermatology, and in the man- 
agement of patients who require hospital care. 

Members of the Board agree with general criticism that, particularly in their 
last months of training, students tend to devote proportionately more time to 
preparation for the Board examinations than is justified. It is recognized that 
preparation for the examinations of the Board provides a thorough and valuable 
review for the candidate, but this should not lead to excessive study or the memor- 
izing of relatively unimportant details. Consistent well-integrated training in and 
study of dermatology over the three-year period should adequately prepare a phy- 
sician to pass the examinations and to begin the practice of dermatology. The 


* Special article. 
Submitted for publication Dec. 26, 1956. 
+ See Appendix. 
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AMERICAN BOARD OF DERMATOLOGY 


Board has voted to discontinue sending letters of commendation to the highest 
ranking candidates. 

About one-fourth of the candidates were preceptees, and those devoting one 
year to a preceptorship were as successful in the examinations as candidates who 
did not take preceptorships. At the annual Board meeting it was voted that precep- 
torships, per se, shall not be for more than one year and that preceptorships are 
to be reevaluated within a period of five years. 

The present officers and members of the Board are the following: Dr. John 
H. Lamb, President; Dr. J. Lamar Callaway, Vice-President ; Dr. Beatrice Maher 
Kesten, Secretary, and Dr. Walter C. Lobitz Jr., Assistant Secretary. 

The next written examination will be held in several cities on June 27, 1957. 
The oral examinations will be held in Baltimore at the University Hospital on 
Oct. 11, 12, and 13, 1957. 

The following candidates have fulfilled the requirements of the Board and 
were certified in October: 


Anderson, Charles W. Hurlburt, Edward Glens 
Beal, Peter Lewis Jenkins, Judson Hasseltine 
Christianson, Herbert B. Mesirow, Stanley M. 
Emura, Edward Takeichi Phillips, Howard T., Jr. 
Farrell, Joseph P. Schwimmer, Benjamin 
Gethner, Paul Julius Spoor, Herbert John 
Goodman, Julian John Yeaman, John Hislop 
Griffith, Neville Algernon Zimmerman, Erwin H. 


Helmer, Robert Donald 


The following candidates passed the oral and written examinations: 


Alsobrook, Harold K. Jewell, E. William 
Arthur, Robert Palmer Key, James Shields 
Bairstow, Bruce Kipping, Hans F. 

Baler, G. Robert Koster, Leo William 
Barnes, Virginia Rogers Lauderdale, Robert Ottis, Jr. 
Beninson, Joseph Levin, Harlan Michael 
Bodian, Eugene L. ' Lewis, Leonard Abram 
Bordelon, Irving Mark Luther, Thomas William 
Buckinger, Robert Harold Manchester, Raymond Day 
Chenoweth, Bruce R. Maskin, Irwin Lee 
Christensen, Philip Dixon Matz, Myron Harold 
Clinger, Edwin James McCleary, Jack Eugene 
Coon, William McIntosh McEleney, Donald A. 
Defeo, Charles Peter, Jr. Moten, William Maurice 
Dickison, George Johnstone Netherton, Thomas E. 
Dillard, Sam Booker Nilasena, Sam 

Dunn, Fa-Chi Pace, Karl B., Jr. 
Epstein, John Howard Pelzig, Alfred 

Epstein, William Louis Pittelkow, Robert B. 
Esoda, Elizabeth Jackson Pomerantz, Harry 
Ferguson, Edward Hugh Ranchoff, John Yordan 
Fixler, Zelman Charles Reed, William B. 

Flatt, Richard Stephan Reisner, John Edmund 
Fosnaugh, Robert P. Rosenbaum, Haskell M. 
George, William Michael Shapiro, Edward Muray 
Graham, James Herbert 5 Sirot, Gustave 

Grayson, Leonard D. Smith, Nadine G. 

Greco, Donald J. Strahan, John Franklin 
Greenberg, Stanley Strauss, John S. 

Guerra, Joseph A. Stubenrauch, Gerald O. 
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Haviken, Robert C. Jansen, G. Thomas 

Herr, Herbert Harvey Suter, Don Erlin 
Hildebrand, James Fredrick Vaughn, Charles Gordon 
Hoit, Leonard Wansker, Bernard Arthur 
Homan, James B. Watts, Fenwick Leigh 
Hubener, Louis Frederick Weber, Robert George 
Hurley, Harry James, Jr. Wright, Johnson Kent, Jr. 


1 Haven Ave., New York 32. 


of 
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Zeilenga, Robert H. 


Appendix 


The following questions are selected from the recent written examination as examples 

the multiple choice type in current use. 

1, Multiple Alternative-Multiple Choice type: 
(a) A male patient of 23 years has had painful erosions of the tonsilar pillars of the 
soft palate for one week. Penile lesions have not appeared. Serologic tests are 
weakly . reactive and the Treponema Immobilization test is nonreactive. Nine weeks 
ago the patient had sexual intercourse with a woman who was found subsequently to 
have infectious syphilis. 

In your treatment you— 

a. would rely on the results of your dark-field examination. 

b. would treat for syphilis on the basis of present findings. 

c. would examine the cerebrospinal fluid at this time. 

d. would continue with serologic and clinical observation after warning the patient he 
may be infectious. 
(b) Which of the following conditions might induce positive serologic’ though non- 
specific tests for syphilis? 

. Infectious mononucleosis 

. Systemic lupus erythematosus 

. Acute psoriasis with mucous membrane lesions 

. Herpetic angina 

. Single Choice-Multiple Choice: 

A boy 4 years of age has suffered from atopic dermatitis since infancy. In recent months 

weeping and crusting areas have appeared in the cubitals, popliteals, and around the 

neck. Three days ago he became suddenly ill with nausea, vomiting, and fever up to 

104 F. He has been very restless until today, when he seems somewhat stuporous. He 

has developed a vesicular eruption on the eroded areas, and to a less extent on the un- 

broken skin. The lips are crusted and painful. The lesions consist of large vesicles filled 

with a cloudy fluid, also crusted relics. There is a moderate axillary and inguinal adeno- 

pathy. 

The most practical procedure to determine the cause of this eruption is— 

a. Biopsy 

b. Examinations of stained smears taken from the floor of a lesion 

c. Inoculation of a rabbit’s cornea 

d. Inoculation of an embryonated chick egg. 
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Chloracne in the Manufacture of DDT 


SHIRLEY S. BOWEN, M.D., and MYLES P. MOURSUND., M.D., Houston, Texas 


Schwartz, Tulipan, and Peck in the latest edition 
of “Occupational Diseases of the Skin” (1947, 
Second Edition, Revised)’ state that “DDT (2, 
2 bis (p-chlorophenyl) 1, 1, 1, Trichlorethane) 
has as yet not been reported to have caused 
dermatitis either in its manufacture or from its 
use aS an insecticide.” Patch tests with DDT 
suggested it may act as a weak primary irritant 
and sensitizer. “A plant making DDT was in- 
spected, but no cases of dermatitis were seen 
among the exposed workers.” 

Chloracne, as classically encountered in indus- 
try, occurs chiefly among workers with heavy 
machinery in which cutting oils incorporated with 
sulfur and chlorine are used. In such an instance 
chlorinated: hydrocarbons are formed in the oil 
mist settling on the exposed parts of the skin and 
saturating the clothing. These highly chlorinated 
oils give off as much as 25% of their chlorine 
content into the air as they are subjected to the 
neat of the cutting operation. 

Since no reference could be found as to the 
occurrence of chloracne among persons working 
in the manufacture of DDT, we thought such 
occurrence worth reporting. 

DDT may be manufactured from chloral or 
chloral hydrate by condensation with chlorobenzene 
in the presence of sulfuric acid. 

The primary ingredients, as well as the final 
product, DDT, are chlorinated hydrocarbons. 
Since chloracne is produced by exposure to heavy 
chlorinated hydrocarbons, one might speculate that 
DDT, itself, could also produce chloracne if there 
were sufficiently continuous and prolonged ex- 
posure to it. A patch test with DDT left in place 
for one week on the arm of one of us produced 
a mild folliculitis. 

In the summer of 1955 a chemical company in 
Houston, Texas, had a trichlorobenzene unit used 
as one of the steps in the manufacture of DDT. 
In the unit, trichlorobenzene and benzene hexa- 
chloride were involved. These substances, as by- 
products or alternate products, are manufactured 
by chemical companies, and the so-called “formu- 


Submitted for publication June 7, 1956. 

Read before the Section on Dermatology, Texas 
Medical Association Meeting, Galveston, Texas, 
April 22, 1956. 











Fig. 1—Chloracne comedones and inflammatory 
follicular papules on face and neck due to exposure 
to heavy chlorinated hydrocarbons in the manu- 
facture of DDT. 


lator” companies use them in diversified forms as 
insecticides. Both trichlorobenzene and benzene 
hexachloride are chlorinated hydrocarbons and 
are, therefore, capable of producing chloracne. 

The following case report was typical of the 
several cases of chloracne observed by us in the 
late summer and fall of 1954: 

A white male chemical operator of the company 
was first seen Oct. 20, 1954, with a mild erythema 
of the face and forearms associated with consider- 
able pruritus. Four days later a folliculitis of the 
legs and an acneform eruption consisting ‘primarily 
of comedones and inflammatory follicular papules 


on the face, arms, and forearms developed. This: 


acneform eruption became progressively severer 
with later development of large indurated, tender 
papulopustules. (Figs. 1 and 2). 
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fig. 2—Chloracne inflammatory follicular pap- 
ules and large indurated, tender papulopustules 
on arms. 


At the time of onset of the acneform eruption, 
the patient had been working for several weeks 
in the trichlorobenzene unit in the manufacture 
of DDT, being exposed to trichlorobenzene and 
benzene hexachloride and anhydrous hydrochloric 
acid. The patient came in contact with the BHC 
dust, vapors of TCB and BHC or a fine mist of 
these chemicals while loading, inspecting, or 
sampling the products at various stages of their 
manufacture, or cleaning the vessels in which 
the processes took place. 

Laboratory studies on the patient, consisting of 
a complete blood count, urinalysis, and blood 
chloride determination, were all within normal 
limits. Bacteriologic examination of material from 
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some of the follicular pustules revealed ordinary 
pyogenic bacteria. 

Tissue examination of a large papular lesion, 
right forearm (Figs. 3 and 4), showed intact 
epidermis with slight leukocytic infiltration, vas- 
cularization of dermis, and mild perivascular and 
periglandular infiltration with lymphocytes, mono- 
cytes, and a few polymorphonuclear leukocytes. 
There were two epidermal or hair-follicle cysts 
filled with purulent exudate. There was some 
proliferative activity of the stratified squamous 
epithelial lining of the cysts, as well as leukocytic 
infiltration of this epithelium. The lesion is similar 
to, but less intense than, the lesion of bromoderma. 

Diagnosis: Hair follicle or epidermal abscesses— 
chloracne. 

X-ray therapy, Staphylococcus vaccine therapy, 
antibiotic therapy, and locally applied acne lotions 
were tried without noticeable beneficial effect on 
the dermatitis. 

Recovery was aided by (1) removal from 
exposure to trichlorobenzene and benzene hexa- 
chloride; (2) a peeling lotion consisting of re- 
sorcinol and glycerin, 8% of each in alcohol and 
camphor water; (3) incision and expression of 
comedones and pustules. 

This patient and another who had _ severe 
chloracne were changed from work in the tri- 
chlorobenzene unit to packaging and storing DDT 
powder. Their clothing and exposed skin were 
daily covered with the DDT. Their chloracne 
persisted until they changed again to another job. 

Four patients with chloracne were observed in 
our office. It was reported there were three or 
four other men working in the same unit who 
experienced this same skin reaction though in 
lesser degree. 

This company has taken steps to prevent further 
development of chloracne in their DDT unit. These 
include thorough bathing after exposure to vented 
fumes; new Dynel protective clothing, which is 
washed daily at the plant, and a more thorough 
venting of the fumes. No new cases of chloracne 
have occurred since these additional preventive 
measures were taken. 


Summary 


As in the production of chloracne in other 
chemical procedures, such as in the use of cutting 
oils to which sulfur chloride or solid chlornaph- 
thalines have been added, we find that chlorine 
(hydrochloric acid) plus carbon (charcoal in this 
instance) or trichlorobenzene and benzene hexa 
chloride (chlorinated hydrocarbons) plus heat 
produces a vapor or mist of various chlorinated 
hydrocarbons which, upon continued ‘application 
to the skin, produces an acneform eruption— 
chloracne. 
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CHLORACNE FROM DDT 


Fig. 3.—Section from large papular lesion, right forearm, showing follicular abscesses 
and perifollicular, perivascular infiltrate. X< 50. 


Infection is a secondary factor in chloracne. 
The primary factor appears to be inflammation of 
the hair follicles causing blockage of the sebaceous 
ducts, with possible secondary infection by in- 
vasion. of pathogenic bacteria from the normal 
flora of the skin to produce sterile or infected 
abscesses of the pilosebaceous apparatus, which 
persist or are duplicated as long as the skin 
is exposed to the irritant substance (chlorinated 
hydrocarbons). 

Chloracne does not respond to the usual treat- 
ment for acne. Removal from exposure to the 
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chlorinated hydrocarbons, or protection from them, 
is the obvious treatment for this condition. 

DDT being a chlorinated hydrocarbon itself, 
it would seem that this finished product might 
also produce chloracne if there were sufficiently 
prolonged and continuous exposure to it. This 
may have been a factor in aggravating or pro- 
longing the chloracne in at least two of the patients 
in this series. The two most severely involved 
patients were changed from their work with the 
trichlorobenzene unit to work in the DDT packing 
and storage unit, where their exposed skin was 
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Fig. 4.—High-power view of follicular abscess. X 150. 


daily covered with the DDT powder. Their REFERENCES 


chloracne did not clear up -until they moved to 1. Schwartz, L.; Tulipan, L., and Peck, S. M.: 
otter ‘work in the plant. Occupational Diseases of the Skin, Ed. 2, Phil 
1120 Medical Arts Bldg. (2) adelphia, Lea & Febiger, 1947, pp. 762, 416. 











Ethchlorvynol (Placidyl) as a Sedative in 


Dermatological Practice 


FRED ROBERT SCHWARTZ, M.D., Chicago 


The ethchlorvynol (Placidyl, Abbott) was sup- 
plied by Abbott Laboratories, North Chicago, IIl. 

The value of sedation, with and without psy- 
chotherapy, in the management of skin disorders 
is well recognized. Up to the present time, available 
drugs have been limited very largely to the bar- 
biturates, but long-term treatment with these com- 
pounds may raise questions relating to habituation 
or even addiction. They may also cause toxic 
dermatological effects. For these reasons it was 
decided to evaluate the effects of ethchlorvynol 
(Placidyl) a new, nonbarbiturate sedative, as an 
aid in the management of skin disorders. 


Present Study 


No particular method of selection was used. The 
patients were those considered likely to benefit 
from sedation. Appropriate local treatment for 
the skin condition was used in every case. All the 
patients were adult, and there was no special 
preponderance of any age group or either sex. 
Often the skin condition improved when effective 
tranquilization was achieved, but this was not 
considered essential for a satisfactory result. 
Ethchlorvynol was judged solely for its effect 
as a sedative or tranquilizing agent. 


Received for publication Aug. 28, 1956. 
Department of Dermatology, Stritch School 
of Medicine of Loyola University 


‘times daily and 500 mg. at night. 


Results were divided into three categories— 
good, fair and poor. A good result demanded 
adequate tranquilization without side-effects and 
without interfering with the patient’s work. A 
fair result indicated adequate tranquilization, 
but something short of perfection. A poor re- 
sult was one in which adequate tranquilization 
was not obtained. 

This study was commenced in November, 
1955, and continued to July, 1956. Some pa- 
tients were retained on ethchlorvynol therapy 
for as long as seven months, others for a short- 
er time. 

To determine what dosage of ethchlorvynol 
might be most generally useful, we adopted 
three different dosage schedules. The diagnoses 
of conditions treated, the dosages of ethchlor- 
vynol employed, and the results of treatment 
are set out in the Table. 


Comment 


The over-all response was very good in that 
ethchlorvynol definitely served its purpose as 
a tranquilizer. The 250 mg. dosage was often 
too sedative for an ambulatory patient. Better 
results were obtained from 125 mg. given three 
Excellent 
results were obtained from 200 mg. twice daily, 
together with 400 or 600 mg. at bedtime. 


Use of Ethchlorvynol (Placidyl) as a Tranquilizer in Various Skin Disorders 








Average Dosage of Ethchlorvynol 

















200 mg. b.i.d.+ 125 mg. t.i.d.+ 
Total 250 mg. t.i.d. 400 to 600 mg. 500 mg. at 
Diagnosis Cases at bedtime bedtime 
Response Response ‘ 
Good Fair Good Fair Good Fair 
ani ul 3 2 6 0 0 0 
dermatitis 13 5 1 5 0 2 0 
3 0 1 2 0 0 0 
3 0 0 2 0 1 0 
sensitization 2 0 0 2 0 cae 0 
2 1 0 1 0 0 0 
17 5 2 6 0 4 0 
6 0 1 4 0 1 0 
eczematoid dermatitis 4 1 1 2 0 0 0 
5 3 0 2 0 0 0 
2 0 0 2 0 0 0 
3 1 0 2 0 0 0 
3 0 0 2 1 0 0 
Totals: Cases Treated___..__- 74 
Result Good_.._...._- 
Result Fair__.......__ 9 
Result Poor........_. 0 
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These results indicate that a dosage of about 
125 mg. three times daily is suitable for a pa- 


tient who must work; dosages of 200 to 250 mg. 


three times daily can be used in patients who 
can rest. 

From the Table it is seen that there was an 
overwhelming preponderance of “good” re- 
sponses (85%), especially in the medium-dosage 
range. There was complete absence of side- 
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effects, and notably no evidence of skin sensi- 
tivity. 

In view of these encouraging findings, this 
study is being continued. The results to date 
suggest that ethchlorvynol may prove useful 
as a tranquilizing agent in dermatological prac- 
tice and also in other fields of medical treat- 
ment. 

Stritch School of Medicine. 





Pityriasis Lichenoides et Varioliformis Acuta with 


a Lesion of the Tongue 


HARRY L. WECHSLER, M.D., McKeesport, Pa. 


Pityriasis lichenoides et varioliformis acuta is 
a generalized polymorphous skin eruption that 
usually runs an acute course in 6 to 12 weeks. 
Areas of predilection are the trunk and extremi- 
ties. Occasionally lesions are present on the face, 
scalp, hands, and feet. Mucous membrane lesions 
have been reported in only three cases. Wise,’ in 
1928, described a patient with a superficial ulcera- 
tion of the mucous surface of the upper lip. In- 
gram,” in 1953, recorded two patients; one with 
involvement of the glans penis, and one with 
involvement of the tongue and lip. 

The following case is reported because of the 
rarity of the lesions of the tongue in this disease. 

A 3l-year-old white man was first seen Feb. 
28, 1956, because of a generalized nonpruritic 
eruption of four weeks’ duration. He was free 
from general symptoms and gave no history of 
previous eruption, ingestion of drugs, or of al- 
lergy. The eruption started on the upper arms 
and soon spread to the trunk. 

Examination revealed a dark-complexioned, as- 
thenic white man, with a widespread eruption, most 
pronounced over the flexor areas of the upper 
arms, the axillae, and the lateral border of the 
chest. Scattered lesions were present over the 
collar area of the neck, the buttocks, face, scalp, 
and the medial border of the thighs. The eruption 
consisted of macules and papules, 0.3 to 1.2 cm. 
in diameter. Those of the upper trunk followed 
the lines of cleavage. Several papules were cov- 
ered with a fine adherent scale forming a collar- 
ette. Others exhibited superimposed vesicles, 
while many papules had necrotic hemorrhagic 
crusted centers surrounded by an erythematous 


Submitted for publication Sept. 5, 1956. 
From the Department of Dermatology, Uni- 
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inflammatory base. A solitary lesion was present 
on the tongue (Figure). It consisted of a central 
superficial ulceration covered with a necrotic mem- 
brane and surrounded with an erythematous halo. 
There was no adenopathy. The temperature was 
normal. : 

Laboratory studies, including urinalysis, com- 
plete blood count, and serological test for syphilis, 
were without abnormal findings. A roentgenogram 
of the chest was normal. 

A biopsy specimen was taken from a three-day- 
old lesion of the right shoulder. Sections of this 
tissue, stained with hematoxylin and eosin, re- 
vealed an edematous, somewhat acanthotic and 
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HOOK-TYPE CURETTE 


slightly hyperkeratotic epidermis. The basal-cell 
layer was washed out, and there was marked 
edema of the upper dermis. A diffuse polymor- 
phous infiltrate consisting of histiocytes, lympho- 
cytes, and polymorphonuclear leukocytes was 
present throughout the dermis. This infiltrate ex- 
tended to the lower layers of the epidermis and 
the upper part of the subcutis. The blood vessels 
were dilated and thickened. 

Without therapy the lesion of the tongue healed 
in five days, leaving an irregularly outlined de- 
pression. Ten days after the initial examination 
the majority of skin lesions were crusted and 
necrotic. A few new lesions continued to appear. 
Eight weeks after the onset all lesions had healed 
and had left pigmented slightly depressed spots. 


Summary 
A case of pityriasis lichenoides et. varioliformis 
acuta of the skin and tongue is reported. 
324 Shaw Ave. 
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A Hook-Type Curette 


EDMUND N. WALSH, M.D., Fort Worth, Texas 





The ring-shaped, Buck ear curette or an oval 


modification of it, which is used by most derma-. 


tologists, has certain disadvantages. 

The hook curette pictured here was designed 
to remedy some of the annoying features of these 
instruments. 

It has a hexagonal handle with a short rigid 
neck. The cutting edge is part of the hook, which 
is tilted slightly downward. The terminal portion 
of the hook is straightened along a tangential line, 
which opens the hook somewhat. 

The advantages of this type of instrument com- 
pared with the ring type are as follows: 

1. The cutting blade is easily cleaned of tissue, 
blood, or scales. A piece of gauze on the left 
thumb tip can easily be passed through the hook. 

2. Scales for microscopic examination can 
readily be transferred from the scraping surface 


Received for publication Aug. 22, 1956. 
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of the curette to a glass slide with the edge of a 
cover slip. 

3. Scales or other 1aterial for culture can more 
easily be transferred from the curette to agar 
media without tearing the surface of the media. 

4. The hexagonal handle and short rigid neck 
give a firm grip close to the cutting area. 

5. Occasionally it is desirable to introduce a 
curette into a cyst cavity through a small opening. 
The hook curette can be “threaded” through such 
a small incision easily. 

The only disadvantage encountered in several 
months’ use is that the hook tends to catch on 
gauze. With practice in its manipulation, this in- 
convenience is minimized. 

Curettes were made in 2 mm. to 5 mm. sizes.* 
The 3 and 4 mm. instruments were the most used. 
Some of the advantages of the hook are lost in 
the 2 mm. curette because of its small size. 


Summary 


A hook-type dermal curette is described. Cer- 
tain advantages over the ring-type instrument are 
presented. 


Medical Arts Building (2). 


*The instruments were manufactured by V. 


Mueller & Company, Chicago. 
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Society Transactions 


BRONX DERMATOLOGICAL SOCIETY 


Frances Pascher, M.D., President 
Henry Silver, M.D., Secretary 
Oct. 18, 1956 


Leprosy (Lepromatous). Presented by Dr. W. 
CurtH and Dr. V. M. Torres (by invitation). 
A 34-year-old white Puerto Rican woman shows 

a generalized eruption of reddish nodules occurring 
in crops during the past five years. Five years ago 
the patient first showed a generalized eruption con- 
sisting of painless or slightly painful nodules oc- 
curring mostly on the trunk and _ extremities. 
There have been several such exanthematous epi- 
sodes, and up until one year ago there were few 
systemic symptoms associated with them, but 
since then fever, malaise, headache, and generalized 
glandular enlargement have accompanied the erup- 
tions. 

During the past few months these episodes have 
been more frequent. The patient was treated in 
Puerto .Rico with sulfones with good results .in 
the beginning, but later on she responded very 
little and required the administration of steroids 
for the reactions. She has been aware of numb- 
ness of the hands and legs for the past year. 

An aunt residing in Puerto Rico is said to have 
the same condition. 

Upon examination there are many erythematous, 
somewhat purplish, flat, infiltrated nodules on the 
face and ears. Similar nodules in various stages 
of acuteness or development are seen on the rest 
of the body. Brownish pigmentation and hypo- 
pigmentation mark the old lesions scattered on the 
trunk and extremities. Hypoesthesia and anes- 
thesia to pain and temperature can be shown 
mostly on the extremities and on irregular areas 
on the trunk.. Some of the newer lesions are 
slightly hyperesthetic. The ulnar nerves are 
slightly thickened. During the acute phase there is 
moderate generalized glandular enlargement. The 
Kolmer test is positive. A sedimentation test was 
38 mm. in one hour. A lepromin test was negative. 
Histamine injections showed a normal wheal and 
flare in apparently normal skin but only a wheal 
in an anesthetic area. 

Biopsy is described as follows: “In the cutis 
there is a granulomatous infiltration which also 
contains a few polymorphonuclears revealing 
acuity. . . . In some of the sections stained with 
Ziehl-Neelsen one found a few poorly stained red 
rods:and granules. Smears were also prepared and 
these showed occasional acid fast beaded rods.” 
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Discussion 


Dr. Rupotr L. Baer: I should like to ask Dr. 
Vandow whether I am correct in stating that the 
only restriction placed upon lepers in New York 
City is that they are not permitted to handle food. 

Dr. Frances PascHer: I should like to ask Dr. 
Vandow if the restriction to non-personal-service 
occupation for lepers is local only or does it hold 
for most areas in the United States? 

Has anyone had experience with thiamine chlo- 
ride intravenously or intramuscularly for lepra 
reactions? This method of treatment was advo- 
cated by Dr. Combes some years ago. Or has the 
advent of ACTH and cortisone made thiamine 
obsolete for this purpose? Is the administration 
of corticosteroids or ACTH, mentioned by Dr. 
Orfuss, the best method of treating lepra reac- 
tions? 

Dr. A. A. FisHer: About 10 years ago I recall 
a physician from the Department of Health saying 
there were about a dozen lepers in New York 
City. I wonder if Dr. Vandow could tell us about 
how many lepers are now registered with his de- 
partment ? 

Dr. SamMueL B. FRANK: . What ‘determines | 
whether these patients should be sent to a lepro- 
sarium or allowed to remain in this area? 

Dr. ANDREW G. Franks: Does a case of leprosy 
have to be reported? 

Dr. Maser G. Si-verBerG: Why did this severe 
reaction ‘take place just now? Has the patient 
stopped sulfone, and did this affect the course of 
the reaction? 

Dr. CHARLES REIN: A serologic examination 
was performed in the laboratory at New York 
University. Although this patient is a seropositive 
reactor, the results indicated that they were of the 
“biologic-false” type. It would be worth while 
to perform similar serologic examinations on the 
other members of his family, since positive sero- 
logic reactions may develop prior to the clinical 
manifestation of leprosy. 

Dr. ArtHuR B. HyMAN: In reference to what 
Dr. Macacheck said, there are some points which 
I should like to mention after what I noted in a 
wonderfully conducted leprosarium in Jerusalem, 
which is under the care of Dr. Sagher. One is 
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that the number of acid-fast organisms diminished 
in the nasal smears pari passu with the clinical 
improvement of the patients. This was a very 
regular occurrence. Secondly, the corticosteroids 
are usually, but not always, able to control lepra 
fever, which is commonly precipitated by large 
doses of the sulfone drugs. It is of great interest 
to know that transplants of normal tissue onto 
granulomatous tissue of leprosy heals very satis- 
factorily. In loss of eyebrows, which for these 
patients is a serious social defect, skin was 
transplanted from the scalp to the eyebrow area 
with excellent cosmetic results. That there was 
a take was surprising to me in view of our general 
notions of the pathology of granulomas. Of course 
scalp skin transplanted grows “scalp” hair, which 
has to be cut periodically. 

Dr. JuLtius Pottocx: I am particularly in- 
terested in the lepra reaction ‘phase of the case. 
I remember a patient who while under my care 
for leprosy and doing well on the sulfones sud- 
denly and for no apparent reason developed a 
lepra reaction in the form of en orchitis. This was 
treated by someone else as a gonorrheal infection 
until the patient notified me of it. I placed the 
patient on cortisone and streptomycin therapy with 
dramatically favorable effect. Another young man 
was brought to me by his brother whom I was 
treating for leprosy. The former was found to 
harbor lepra bacilli but showed little clinically. He 
was nevertheless given a sulfone, and about two 
months after initiation of therapy he developed a 
severe febrile reaction with a shower of lesions. 
I sent this patient to’ Bellevue, where Dr. Leider 
took care of him. He also responded well to corti- 


sone and streptomycin. I ask, can these reactions 


be prognosticated? Do they appear if the patient’s 
immunological relationship with the organism is 
upset by active therapy? Do they bear any re- 
lationship to the progress of the disease in the 
individual ? 

In answer to Dr. Hyman, I do not think that 
nasal smears merely showing “acid-fast” rods 
should be depended upon as conclusive of the 
diagnosis of leprosy. The sole. criterion should be 
positive histological architecture with organisms 
found in the involved tissue. 

Dr. NATHAN SoseL: Among the many interest- 
ing features of leprosy is the so-called lepra 
reaction. These reactions are likely to be pre- 
cipitated by sulfone therapy. Reactions in leprosy 
consist of sudden exacerbations of disease process. 
I imagine the tissues attempt to limit the spread 
of the disease by this means. ACTH or corti- 
costeroids may be used to dampen acute lepra 
reactions. 

Dr. Juttus Pottock: I think Dr. Sobel will 
confirm that we have seen more cases of leprosy 
on his Service in the last three years than formerly. 
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Dr. ‘NATHAN SoBEL: (to Dr. Pollock): That 
is true because more Puerto Ricans have been 
coming into New York City in the last few years 
and because the New York City Health Depart- 
ment often refers patients to our Service when 
they come to notice. 

In response to the query about the relative fre- 
quency of leprosy and syphilis nowadays, I should 
say that, although there has been a tremendous 
drop in the number of cases of primary syphilis 
reported since 1946, there are many more such 
cases than of leprosy. 

Dr. Jutes E. VANpow: The Health Department 
is not doing very much about leprosy. However, 
we do maintain a list of all persons reported with 
a diagnosis of this disease, and they are called 
in annually for physical examination, nasal smears, 
and skin scrapings. In this manner the Department 
does keep aware of the situation. No therapy is 
given by the Department; patients are returned 


_ to their private physicians or referred to hospital 


clinics. 

In reply to specific questions: Dr. Baer is right. 
The Department requires that these patients do 
not work as food handlers, in beauty parlors, or 
as children’s nvrses. However, this is not strictly 
enforced. 

Report of cases is required, and the present 
number registered with the Department of Health 
—as of one week ago—is 42. 

Finally, the regulations of the New York De- 
partment of Health are of course only locally 
binding. 

Dr. Rupotr L. Baer: I am surprised at the 
small number of cases of leprosy which Dr. Van- 
dow told us are registered with the City. I 
should like to ask the Chairman, who is a Chief 
of Service at the Skin and Cancer Unit, whether 
on her Service more cases of fresh syphilis or 
of leprosy are seen at present? It has been my 
impression that at the Skin and Cancer Unit we 
may be seeing more new cases of leprosy than 
of syphilis. 

Dr. Frances PascHer: I should say we still 
see more of syphilis than leprosy at the clinic. 

Dr. WittiAM CurTH: I understand that the 
U.S.P. H. S. Hospital at Carville, La. is re- 
luctant to give cortisone in cases of lepra reaction, 


. and prefers to give salicylates. 


Dr. V. M. Torres (by invitation) : Most of the 
questions have been answered already. Lepra 
reactions are very common in lepromatous leprosy ; 
they are also seen in tuberculoid leprosy but not 
as frequently. This patient suffered from these 
reactions before sulfone therapy; in many in- 
stances they occur in spite of treatment and cannot 
be prognosticated. This patient has not had spe- 
cific antileprous therapy for the past five weeks 
or so. The present reaction was treated sympto- 
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Remnants of splinter hemorrhages in a case of trichinosis. 


matically. We have advised this patient to go to 
the Carville Leprosarium and we are urging her 
to do so because of two children that live in the 
same apartment. 


Subungual Splinter Hemorrhages Associated 
with Trichinosis. Presented by Dr. A, A. 
FISHER. 


A woman, aged 45 years, began to have muscle 
pains and a_ low-grade fever in  mid-Sep- 
tember 1956. She was hospitalized because of 
severe chest pains, elevated temperature, and ex- 
treme weakness. At no time did she have edema 
of the eyelids, 


During her hospital stay from Sept. 18 to Sept. 
30 she complained of very painful fingertips. Ex- 
amination revealed subungual, linear, parallel red 
streaks in the right second and fifth, and the left 
first, second, and third fingernails that were %4 to 
38 in. in length and ran in the long axis of the 
nail. Originally they were bright red and located 
at the junction of the distal and midportion of 


the nail bed. Later they turned black and have | 


gradually moved to the distal portion of the nail. 
Most of them have disappeared by now, but re- 
mains of some of the vibices can be seen in the 
extreme distal portion of the left middle fingernail. 
An _ additional dermatologic finding was the 
presence of a sparse vesicular eruption on the 
upper abdomen, which lasted for one week and 
healed with a moderate amount of pigmentation. 
The following findings established a diagnosis 
of trichinosis: (1) blood eosinophilia—varying 
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from 40% to 60%; (2) a positive Bachman skin 
test, consisting of ,an immediate positive reaction 
to an ifitradermal test with a 1:10,000 dilution of 
a saline extract of dried, powdered Trichinella 
spiralis larvae; (3) a positive precipitin test; (4) 
a muscle biopsy in which the findings were read 
as compatible with the findings of trichinosis. 

The source of infestation may have been the 
ingestion of imported Italian salami containing, 
among many other delicacies, raw pork. 

The photograph shows remnants~ of splinter 
hemorrhages. 


Discussion 


Dr. SAMUEL B. FRANK: What explanations are 
suggested for these hemorrhages? 

Dr. Rupotr L. Baer: I should like to ask Dr. 
Fisher whether other members of the patient's 
family ate the same salami which he thinks caused 
his patient’s trichinosis? If so, were the other 
members of the family studied clinically and by 
skin and serological tests for infection with trichi- 
nosis? If they were exposed to the infested sausage 
and were found to be free from infestation, we 
are confronted with another example of the fact 
that despite adequate exposure to an infectious 
or parasitic agent often only one or some among 
many will develop disease. 

Dr. JoHNn Gare: Dr. Fisher was kind enough 
to let me see the patient when she had the bright 
red “splinter hemorrhages” beneath the nails. It 
was an unusual demonstration and corresponded 
exactly to the photograph in Sutton’s textbook 
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(Sutton, R. L., Jr.: Diseases of the Skin, Ed. 11, 
1956, p. 580). The effect is said to be caused by 
migration of larvae. 

Dr. Juttus Pottock: Could the pulmonary 
symptoms in this case have been a Loeffler’s syn- 
drome—as seen sometimes in helminthic infec- 
tions ? 

Dr. NATHAN Sc EL: Splinter hemorrhages at 
the nail origin are seen not only in trichiniasis 
but also in subacute bacterial endocarditis. The 
other clinical features differentiate the two dis- 
eases. Not all cases of trichiniasis show splinter 
hemorrhages, but a fair number do. When present, 
the phenomenon is an aid in diagnosis. 

Dr. A. J. Orruss: I do not know whether an 
organism was found as a result of a biopsy or 
anywhere else, but I should think that the diag- 
nosis dermatomyositis might be considered here. 
From the histopathologic report, I don’t know 
whether one can differentiate between the findings 
of trichinosis and those of dermatomyositis. 

Dr. ArtHUR B. HyMAn: I made an examina- 
tion of the pork sausage for Dr. Fisher in the 
usual manner of tissue examination and I reported 
that there were considerable quantities of deeply 
basophilic amorphous material in the minced meat. 
Although this appearance could not be said defi- 
nitely to be trichiniasis, I consider it reasonable 
so to consider it because I did not think the effect 
was in the nature of an artifact. 

Dr. Orfuss mentioned the resemblance to derma- 
tomyositis, and there is, of course, clinical re- 
semblance between the two diseases. Distinctly 
positive histologic findings are distinguishing, but 
negative findings do not rule out dermatomyositis. 


The clinical course of the case, however, is dif-. 


ferent. 

Dr. V. M. Torres (by invitation): It is my 
understanding that the urticarial eruption which 
this patient had originally is frequently seen in the 
spreading stage of trichinosis, that is, after the 
ingestion of the cysts and the liberation of the 
larvae from them in the intestinal tract. 

Dr. A. A. FisHer: Dr. Pollock brought up the 
question of Loeffler’s syndrome. This syndrome 
was considered by the internists because of the 
pains in the chest and the high eosinophil count. 
Repeated roentgenograms, however, showed no in- 
volvement of the lung. We now feel that the pain 
in the chest was due to inflammation of the 
diaphragm. 

In answer to Dr. Baer’s question about the in- 
gestion of the salami by other members of the 
family, I can tell you. that the other members of 
the family are still eating this brand of salami, 
particularly a daughter. Recently this daughter 
had aches and pains. However, a blood count did 
not reveal any eosinophilia and the skin test for 
trichinosis was negative. We shall continue .to 
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watch her. It is quite possible that some people 
are more susceptible to the invasion by this para- 
site. 

These unique subungual hemorrhages have been 
reported as occurring in from 10% to 30% (Mc- 
Naught, J. B.: Am. J. Trop. Med. 19:181, 1939; 
Semple, A. B., et al.: Brit. M. J. 1:1002, 1954) of 
the cases of trichinosis in severe infestations in 
the early invasive stage. The hemorrhages are 
due to the mechanical bursting of the larvae 
through the capillaries. These splinter hemor- 
rhages differ from those that occur in endocarditis 
in that in trichinosis the hemorrhages occur all 
at one time and are all in one stage of develop- 
ment. In endocarditis periodic showers of hemor- 
rhages occur due to bacterial emboli and the 
hemorrhages are in various stages of development. 
What we see tonight are the end-stages of splinter 
hemorrhages which have grown out to the most 
distal portion of the nail and will probably be 
gone in a few days. The color of the hemorrhages 
has turned from a bright red to a jet black. The 
term splinter hemorrhages is very apt because 
the appearance is that of tiny wooden subungual 
splinters. The hemorrhages did not appear on all 
the fingers and not at all on the toes, but they 
may occur on the toes as well as on the fingers. 

Dr. Torres pointed out that the eruptions in 
trichinosis usually appear in the invasive stage 
and are usually evanescent. However, chronic 
urticaria may occur with trichinosis and may be 
present for several months. 

Edema of the lids, which is a frequent and 
rather characteristic symptom of trichinosis, was 
not present in this patient. 


Nonsuppurative Nodular Panniculitis (Weber- 
Christian). Presented by Dr. Conrap STRITZLER. 
A 43-year-old school teacher, born in Puerto 

Rico, is presented with a nodular, hyperpigmented 
eruption of the dorsum of the feet, ankles, and 
lower third of the legs since 1940. The nodules 
appear in crops at irregular intervals, vary in size 
from that of a hazelnut to that of a walnut, heal 
over a period of two or three weeks, and leave 
hyperpigmented, somewhat depressed patches. An 
occasional nodule has appeared on the forearms. 
There has been no pain and no fever. A few 
years ago she had pain in the eyes which subsided 
after a short course of Meticorten. This recurred 
at intervals, and subsided spontaneously. Examina- 
tion by an ophthalmologist was reported as nega- 
tive. 

Examination of the skin shows hyperpigmented, 
somewhat depressed patches on the dorsum and 
sides of the feet, ankles, and lower third of the 
legs. A similar area is present on the right fore- 
arm. These are not tender. A few nodular, in- 
filtrated lesions are felt on palpation about the 
ankles. 
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Physical examination is otherwise negative. 
Urinalysis, hemogram,: and: routine blood protein 
examination were all normal, and a serologic test 
for syphilis was negative. 

Biopsy of a nodule from the left leg is described 
as follows: The epidermis shows large amounts 
of melanin pigment in the cytoplasm of basal cells. 
In the dermis there are collections of lymphocytes 
about blood vessels and sweat glands. The sub- 
cutaneous fat shows multiple areas of early fibrous 
replacement and accumulation of foam cells. In 
these areas too, there is sparse lymphocytic infiltra- 
tion and thickening of walls of small arteries. 
Diagnosis: Necrosis and fibrosis of subcutaneous 
fat. 

Treatment consisted of courses of Meticorten 
(5 mg. q. i. d.}, which controlled the disease quite 
well and usually prevented the appearance of new 
crops of nodules. An occasional lesion would ap- 
pear, but healed within a day or two. 

A course of chloroquine (0.25 t. i. d.) was tried 
for two weeks, but had to be discontinued, as 
many new lesions promptly appeared and the 
patient complained of nausea, headache, and pain 
in the legs. When Meticorten was resumed these 
quickly healed. New lesions were prevented - by 
2.5 mg. Meticorten q. i. d., but reduction of dose 
was promptly followed by a new crop. Recently 
sulfapyridine (0.5 gm, four times daily) was tried. 
The patient was unable to tolerate the sulfapyri- 
dine because of nausea, vomiting, and generalized 
aching, and discontinued it after three days. Dur- 
ing the past few days a new nodule has appeared 
on the right calf and right sole. 

She has not taken iodides or bromides lately, 
but a few years ago she was treated with iodides 
for several weeks, and during this period many 
new lesions appeared and did not subside until the 
drug was discontinued. 


Sarcoidosis. Presented by Dr. A. J. Orruss. 


A 3l-year-old male Negro has an eight-month 
history of slowly developing persistent papules 
around the eyes and lips and on the back of the 
neck. These lesions have not been accompanied 
by constitutional symptoms, cough, weight loss, 
poor appetite, or easy fatigability. Family history 
is noncontributory; there is no history of tuber- 
culosis. No medications are being taken. 

About the eyes, particularly on the left side of 
the face, and on the lips and back of neck there 
are many clean-cut, discrete, lichenoid, skin- 
colored papules. The inguinocrural and scrotal 
area is similarly papular, though slightly macerated 
and excoriated. A large lesion that is keratotic 
and nodular is seen on the extensor aspect of the 
left elbow. 

A biopsy specimen taken from the neck was 
reported by Dr, C. F. Sims as follows: “Extend- 
ing from the subpapillary region of the cutis 
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to the midcutis there are tubercles consisting 
mainly of epithelioid cells with a mild sprinkling 
of round cells. Some of the tubercles contain 
giant cells that are atypical in some areas but 
Langerhans-like in other places. Several of the 
tubercles extend to the lower border of the epi- 
dermis and invade it. The epidermis is irregular. 
Areas of parakeratosis are present. Diagnosis: 
Sarcoid. 

X-ray examination of the chest showed “a dif- 
fuse mottling throughout both lung fields with 
exaggerated hilar shadows.” The bones of the 
hands and feet show no abnormalities. 

Tuberculin tests have not yet been done. 


Sarcoidosis. Presented by Dr. ANpREW G. 

FRANKS. 

A 24-year-old male Negro presents an eruption 
on the face, neck, ears, and groin, including the 
scrotum and anus, and gives a history of syphilis 
in 1948, which was adequately treated in a rapid 
treatment center. On examination the patient pre- 
sents discrete, erythematous, brownish-red, | ir- 
regular, nodular, and depressed plaques on the 
sides of the face, eyelids, neck, groin, scrotum, 
and anus. The eruption is particularly prominent 
on the sides of the nose and on the nape. On the 
neck they are depigmented and scaly. In size they 
are variable, ranging from pinhead- to palm-sized 
plaques on the neck that extend onto the scalp. 

Serologic tests for syphilis are positive (1:8 
dilution). Urinalysis and complete blood count 
reveal no abnormal findings. Tuberculin tests 
(1:100,000, 1:10,000, and 1:1,000) are negative. 
Total proteins (8.1 gm.) are slightly in excess of 
the normal (6-8 gm.) and the A/G ration is 
slightly depressed (1.4 to 1 as against the normal 
of 1.6 or 2.0:1). 

X-ray examination of the chest shows diffuse 
irregular infiltrations at the hilar regions towards 
both bases. These findings are consistent with sar- 
coidosis. In addition to the parenchymal infiltra- 
tion there is slight pleural reaction at both 
costophrenic sinuses and over the right diaphragm. 
The heart is normal in size and shape. 

A biopsy specimen taken from the left malar 
area was reported as follows: “The epidermis is 
thinned. The entire upper two-thirds of the cutis 
is occupied by a dense cellular mass composed of 
naked tubercles. A minimal inflammatory reaction 
appears about them. Some of the epithelioid cells 
show some vacuolation. Diagnosis. Sarcoid.” 

Another biopsy specimen taken from the right 
medial thigh was reported as follows: “Under an 
acanthotic epidermis there are masses of tubercle 
formation not surrounded by much inflammatory 
reaction. Within the tubercles there are numerous 
Langhans’ and foreign-body giant cells. The in- 
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filtration extends down to the sweat glands. Diag- 
nosis: Tuberculosis cutis.” 
Sedimentation rate 25 mm. in one hour. 


Discussion of Two Preceding Cases 


Dr. Wiit1Am CurtH: Upon questioning, Dr. 
Franks’ patient states that he underwent intensive 
penicillin therapy for early syphilis in 1948. His 
STS became negative and remained negative until 
the summer of 1956, when he showed a VDRL 
titer of 1:8. This suggests a probable reinfection. 
While the papular lesions of the penis and scrotum 
clinically resemble sarcoid, they should be ex- 
amined for the presence of Treponemata, and, if 
they are found, penicillin should. be given again. 
We may be dealing with sarcoidosis and superim- 
posed secondary syphilis. 

Dr. Frank E. Cross: I should like to ask Dr. 
Rein whether cases such as these have false-posi- 
tive serologic tests for syphilis and whether resolu- 
tion by the modern highly specific tests is not 
advisable. 

Dr. CuHarLes R. Rein: Although it is quite 
possible for patients with sarcoidosis: to have 
biologic false-positive reactions for syphilis, the 
incidence of positive reaction in this disease is not 
very high. It would be extremely worth while to 
subject the serum of this patient to an examination 
with the various procedures employing specific 
treponemal antigens (Treponema pallidum im- 
mobilization, T. pallidum immune-adherence, and 
T. pallidum complement-fixation) in order to de- 
termine whether or not this patient also had a 
concomitant syphilitic infection. 

Dr. Davin Broom: This type of eruption is 
seen only in Negroes and should, in my opinion, 
not be identified with so-called sarcoidosis in white 
persons. It is no rare occurrence, and the cases 
resemble each other very much. Some lesions 
show sarcoid structure under the microscope and 
others show “tuberculosis.” The tuberculin test 
is frequently positive. There is a good number 
of cases of this type reported -in. the literature 
in which tuberculosis of the viscera can be found 
during life or at autopsy. It is therefore better, 
in my opinion, to call these cases “hematogenous 
tuberculosis of the skin in the Negro” rather than 
sarcoidosis, 

Dr. A. A. FisHer: I am wondering if anybody 
can enlighten us as to the role of steroid therapy 
in sarcoidosis. I have read reports both praising 
and condemning the use of steroid therapy in sar- 
coidosis. 

Dr. Maser G, Sitverserc: I feel very strongly 
that steroid therapy should not be tried on these 
patients because one often finds later that more 
damage than good has. been done. 

Dr. Morris Leer: From a limited personal 
experience and perhaps equally limited scanning 
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of the current literature, it seems to me that 
corticosteroid therapy is the most promising 
therapy we have for sarcoidosis. My own case, 
recently shown here, cleared within six months, 
during which time cortisone was taken for four 
of those months. 


It matters little whether one says sarcoidosis 
or hematogenous tuberculosis if the cause of sar- 
coidosis in a particular case should be the tubercle 
bacillus, and, if this is indeed the situation in a 
particular case, one may also leave off “of the skin 
in the Negro” because it ought to occur and 
indeed it does occur in other organs and in less 
pigmented persons. One way to adduce proof to 
the point is to vaccinate suitable cases with BCG. 
If more of the existing process is produced 
locally at the point of inoculation and especially 
if more of it appears as a fresh exanthem of 
similar lesions, then what conclusion can one come 
to than that sarcoidosis is another expression of 
developed response to the tubercle bacillus? 

Dr. RupotF L. Barr: I think that we owe it to 
the young men present here who are in dermatol- 
ogic training to make it clear that not everybody 
agrees with Dr. Leider’s viewpoint regarding the 
causal relationship between sarcoidosis and the 
tubercle bacillus. This is neither the time nor 
the place to go into the details of the facts which 
argue against the concept that sarcoid in general 
is an anergic form of tuberculosis. There is 
increasing immunologic evidence against this con- 
cept. In this connection I would like to call the 
attention of the members to a very stimulating 
article by Gentry, Nitowsky, and Michael (J. 
Clin. Invest. 34:1839, 1955) on the regional dis- 
tribution in the United States of cases of sar- 
coidosis among armed forces personnel during 
World War II. They found that most of the 350 
cases came from the southeastern United States. 
and that there were more cases in rural than in 
urban areas. Moreover, there appeared to be a 
close association between certain soil areas, rich 
in silica and beryllium, and the occurrence of 
sarcoidosis. The ratio of Negro to white cases 
was 8 to l. 

Dr. ArtHuR B. HyMAN: I do not hear Dr. 
Leider refute Dr. Baer’s attribution to him of the 
theory that the tubercle bacillus is the exclusive 
cause of sarcoidosis. Dr. Leider hardly needs me 
as his advocate and he surely has not briefed me 
as counsel; perhaps he has suddenly become too 
shy even to quote his own book. As I understand 
him from many conversations and from his book, 
he holds with thoce that maintain that sarcoidosis 
is not a disease sui generis but that there are many 
possible infectious causes, among which the 
tubercle bacillus is a common and important one. 
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Bromoderma? Presented by Dr. 
BRAUER. 


A 27-year-old woman has suffered from myas- 
thenia gravis for the past seven years. After four 
years of oral prostigmine bromide therapy this 
patient noted a scaly and “bumpy” eruption over 
the right forearm and about the face. Except for 
some pruritus, the eruption was asymptomatic. At 
that time another prostigmine bromide prepara- 
tion was administered, and over a two-year period 
the eruption became worse. A _ diagnosis of 
bromoderma was made, and a prostigmine chloride 
preparation was substituted six months ago. In 
the succeeding six months there has been no 
change in the eruption. The patient also receives 
an estrogen by injection monthly and takes oc- 
casional Bufferin tablets. Iodized salt is used in 
the home. There is a long-standing history of acne 
on the face since puberty. 

The patient was first seen by the presenter three 
days ago, at which time a crusted papular and 
nodular eruption with some excoriations were ob- 
served on the right forearm. An erythematous and 
papulocystic eruption was noted on the face. No 
laboratory investigation has been undertaken. 


DETROIT DERMATOLOGICAL SOCIETY 


Hermann Pinkus, M.D., President 
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Oct, .10, 1956 


Deodorant Stick Eruption (Zirconium Granu- 
loma) of Axillae. Presented by Dr. HERMANN 
Pinxus, Monroe, and Dr. I. Borvinick. 


The patient was a 22-year-old. white woman 
whose chief complaint was a_ severely pruritic 
eruption in both axillae. The itching and dermatitis 
began in both axillae in March, 1956. The erup- 
tion was first diagnosed tentatively as lichen 
planus, but did not respond to treatment. 

The eruption was confined to the axillae, and 
was somewhat severer on the right side. The 
hair-bearing area was affected chiefly. The erup- 
tion consisted of 1 to 4 mm, yellowish pink 
papules, which are dome-shaped. 

Histologic examination of a papule from the 
right axilla showed a granulomatous infiltration 
in the upper and middle corium. The infiltrate 
formed fairly well-defined nodules composed 
mainly of epithelioid cells and some lymphocytes. 
A few multinuclear giant cells were present. 


Discussion 
Dr. Davin KAHN, Lansing: In the past three or 
four months I have had at least half a dozen pa- 
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Discussion 


Dr. A. J. OrFuss: It is my opinion that there 
are typical neurotic excoriations. I haven't seen 


.a bromoderma with the “dug-out” lesions which 


this patient presents. They are shallow and in- 
definite in extent. They are not infiltrated or 
pustular as are typical lesions of bromoderma. 
Dr. FrANces PascHer: Whether or not we ac- 
cept the diagnosis of bromoderma, it is well to 
emphasize the fact that one should be aware of the 
possibility of inducing a bromoderma with any 
drug with a bromide component. At the Skin and 
Cancer Unit Dr. Baer and I and others have seen 
some examples of bromoderma elicited by Ban- 
thine. The presence of bromides may not be 
obvious in such proprietary names as it is in Triple 
Bromides or in Bromo-Quinine. 
Poikiloderma. Presented by Dr. E. M. RosEnsBauM. 
Congenital Ichthyosiform Erythroderma, Presented by Dr. 
A. J. Orruss, 
A) Lupus’ Erythematosus. B) 
Presented by Dr. I. Lusowe. 
Pigmented Purpuric Eruption (Goug Blum). Pr d 
by Dr. A. J. OrFuss. 
Lupus Miliaris Disseminatus Faciei Type Reaction: General- 
ized Tuberculosis Cutis Follicularis Disseminatus. Pre- 
sented by Dr. JuLius Portock. 


Urticaria Pigmentosa, 





tients with dermatitis following the use of Fresh 
stick deodorant. In most cases, the eruption ap- 
peared when the deodorant was used just after 
axillary shaving; in a few cases dermatitis’ oc- 
curred despite delayed shaving. Certainly the 
therapeutic response, which has included topical 
hydrocortisone and superficial x-ray, has been very 
slow. It is a chronic papular pruritic eruption 
which often lasts for a long period of time. 
Dr. ArtHUR E. ScHILLER: This case was in- 
teresting because of the fact that we had this 
condition called to our attention with much greater 
frequency than previously. I have seen and been 
able to recognize four cases of this type, all of 
whom have given a history of using Fresh stick 
deodorant, which contains zirconium. This par- 
ticular case also has used Fresh stick deodorant, 
but the picture has been changed by therapy. In 
most of the cases that I have seen the initial picture — 
has been that of a grouped papular eruption in 
which the individual papules stood out instead of 
becoming confluent. The papules were inflam- 
matory and not particularly sensitive to either 
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touch or pain, but they are disturbing as far as 
itching is concerned. In this girl, the lesions appear 
to be involuting, and mild local sedative applica- 
tions should work out. Most of my cases have 
been sensitive to tar, but Lassar’s paste with 1% 
salicylic acid, seemed to work out very nicely. 

Dr. THomaAs H. MILter: I have seen several 
cases of dermatitis due to irritation from zir- 
conium, all of which responded to treatment 
slowly. In one instance a Fresh stick deodorant 
had been used twice, followed by a mild degree of 
irritation, which cleared in a few days without 
treatment. A severe dermatitis of the axillae de- 
veloped after the third application of the deodorant. 
A scarlatiniform eruption developed in the sub- 
mammary and inguinal folds as well as on the 
lower abdomen during the succeeding 24 hours. 
This involuted in about five days, but the axillary 
dermatitis is still present although improved after 
four weeks of treatment. 

Dr. CoLEMAN Mopper: [ think it is particularly 
interesting that zirconium is suspected as the agent 
causing these granuloma-like lesions in the axillae. 
Several years ago zirconium was first used in 
ointment form for the treatment of poison ivy 
dermatitis. I have never heard of any reaction 
occurring on the cutaneous surface following the 
use of this type of zirconium preparation. I 
should be interested to know if the same com- 
pound is used in the ointment form as well as in 
the stick deodorant, and if there are any differences 
in the physical or chemical properties of these 
forms of zirconium. 

Dr. HERMANN Pinkus, Monroe: I have seen 
biopsy specimens from six cases originating in 
several Midwestern states. 
a half dozen or more have been seen, and 6f course 
as long as it has not been publicized probably 
many cases are not recognized. The tissue reaction 
is similar to sarcoidosis and beryllium granuloma 
and may well be a plain foreign-body reaction. 
We think, however, that patients with sarcoidosis 
have a peculiar predisposition of their tissues to 
react with epithelioid cell formation, and the long 
incubation period of silica granulomas suggests 
that a process of sensitization’ may be needed, so 
the role of allergy in these deodorant stick granu- 
lomas cannot be denied flatly. 


LOS ANGELES DERMATOLOGICAL SOCIETY 


Kenneth L. Stout, M.D., President 
Floralou Kettenbach, M.D., Secretary 
Oct, 10, 1956 


Case for Diagnosis: Acrodermatitis Continua 
(Hallopeau)? Pustular Psoriasis? Presented 
by Dr. S. WitttAM BeEcKER and (by invitation) 
Dr. D. G. Linpsay. 
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In Chicago, at least. 


Dr. Davin KAHN,. Lansing: Fresh stick deo- 
dorant contains sodium zirconium lactate. I wrote 
the Federal Food and Drug Division about this 
deodorant. They indicated that sodium zirconium 
lactate has been used in the past with reported 
reactions—and these similar in type to those re- 
ported for the aluminum-containing antiperspir- 
ants. Incidentally, in a few patients that I tested 
to Fresh stick deodorant, the papular reaction 
was of rather long duration. 


Dr. HERMANN Pinkus, Monroe: I believe lac- 
tate is used in the stick. Zirconium carbonate is 
used in one of the commercial poison-ivy lotions. 
Pityriasis Rubra Pilaris? Presented by the Starr or De- 

TroIT Recetvinc Hospitat. 
Pityriasis Rubra Pilaris? Psori 

CoLEMAN MOppPeER. 


Sarcoidosis: Three Cases. Presented by the Starr or De- 
TRoIT Receivinc Hospirtat. : 





is? Pr ted by Dr. 


Lupus Erythematosus Limited to the Lip. Presented by 
Dr. Evcene A. Hanp. 
Disseminated Lupus Eryth and Careci of the 





Ceeum. Presented by the Starr or Detroit RECEIVING 
HospitTAat. 

Striae Albicantes. Presented by Dr. Eucene A. Hanp. 

Drug Eruption. Presented by Dr. Evucenr A. Hann. 

Arsenical Keratoses and Psoriasis. Presented by Dr. CoLe- 
MAN. Mopper. 

Multiple Idiopathic Hemorrhagic Sarcoma (Kaposi). Pre- 
sented by the Starr or Detroit Receivinc Hospirar. 

Scleroderma. Presented by the Starr or Detroit RECEIVING 
HospitTat. 

Caleium Chloride Necrosis of the Skin. Presented by 
Dr. Herscnet ZACKHEIM. 

Case for Diagnosis: Erythema Nodosum? Presented by Dr. 
Tuomas H. Miter. 

Multiple Superfiéial Epitheli i (I pid I). 
Presented by Dr. L. W. ScHarrer. 

Cryptococeosis (Torulosis): Resul of T with 
X-Ray and Potassium Iodide. Presented by Dr. Ler 
CarRICK. ; 








Mycosis Fungoides: Two Cases. Presented by the Starr 
or Detroit Recervinc Hospitat. 
Massive Hyperkeratosis of the Leg. Presented by 


the STaFF OF THE VETERAN’S ADMINISTRATION HosPITAL, 
DEARBORN. 

Lupus Erythematosus Confined to the Sealp. Presented by 
Dr. G. B. Sexton. 

Idiopathie Atrophy. Presented by Dr. Davin Kaun, Lan- 
sing. 

Lymphoblastoma. Presented by the Starr oF Detroit RE- 
CEIVING Hosp1Tat. 

Atopie Dermatitis. Presented by Dr. Eucene A. Hanp. 

Blue Nevus. Presented by Dr. G. B. Sexton. 


A man aged 58, a machinist, first noted derma- 
titis three yeats ago which began as pinhead-size 
pustules beneath the skin near the base of the toe- 
nails, heels, and knees. There developed an ery- 
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thematous base about 2.5 cm. in diameter, and the 
pustules coalesced into white, flaccid bullae which 
ruptured and left persistent raw areas. He also 
noted pinhead-sized, clear, deep-set vesicles around 
the periphery of the lesion. One year after onset, 
patient’s fingernails began separating from their 
terminal attachments, became brittle, and broken 
off at the tips. 

Patient had a tonsillectomy but refused prosta- 
tectomy. He has had a peptic ulcer for many 
years. Two years ago a subtotal gastrectomy was 
performed. The patient has had several other 
operations, including removal of cartilage from 
the left knee, hemorrhoidectomy, and right her- 
niorrhaphy. 

Physical examination revealed a well-developed, 
well-nourished, white man in no acute distress. 
There were raised, erythematous, circular, granu- 
lating plaques 6 to 10 cm. in diameter on the skin 
of the elbows, heels, and knees. These were com- 
posed of pinhead- to pea-sized white and clear 
pustules with larger, white flaccid bullae. There 
were raw, weeping denuded areas. There was a 
peripheral erythematous areola. The lesions were 
hot to touch. The finger and toe nails were de- 
stroyed back to the midnail area and further. The 
remaining nail was thickened, fragmented, and 
darkened. On the skin around several of the nails 
were flaccid, white bullae 3 to 4 cm. in diameter 
with adjacent erythematous plaques. The finger- 
tips were bulbous resembling those with pulmonary 
osteoarthropathy. 

Laboratory findings: WBC, 10,500; polymor- 
phonuclears, 68%; lymphocytes, 24%; monocytes, 
2%; eosinophils, 6%; sputum and tissue smears 
and cultures for tubercule bacilli were negative. 
Fungus cultures were negative. Smears from the 
lesion showed Proteus vulgaris resistant to all 
therapy except chloromycetin; and alpha Strepto- 
coccus resistant to‘all therapy except erythromycin. 
S.T.S. was negative. Urinalysis was negative. 
X-rays of the hands showed no evidence of pul- 
monary osteoarthropathy. There was soft tissue 
thickening of the distal phalanges. 


Discussion 


Dr. Epwarp L. Lapen: I first saw this man 
four years ago when he was working as a ma- 
chinist and coming in contact with cutting oil. He 
had a severe dermatitis of his arms. It appeared 
at that time that the oil was contributing to the 
eruption, although even then he had pustules on 
his palms and soles. He responded well to con- 
servative treatment. Since then he has had many 
recurrences, the disease now taking on the appear- 
ance of so-called pustular psoriasis. Although the 
cause of pustular psoriasis remains obscure, I feel 
that in this man, at least, psychogenic factors are 
of the greatest importance. 
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Dr. MAXIMILLIAN E. OperMAYER: Although the 
clinical label of pustular psoriasis fits the eruption, 
it is most likely a pustular id reaction to a strepto- 
coccic focus of the prostate gland. I had seen 
this patient previously. His prostatic infection had 
defied all conservative therapy, systemic and local; 
prostatectomy was advised but refused. I think 
that if the patient were to submit to the operation, 
his pustular psoriasis would cease. 

Dr. A. FrercHer Hatt: If there is such a 
thing as pustular psoriasis, this is the most repre- 
sentative case that I have ever seen. As far as 
treatment is concerned, removal of the focus of 
infection is primary; if this cannot be done, an 
attack with vaccines should be attempted, because 
certainly treatment with antibiotics will be only 
partially successful and always followed by recur- 
rences as long as the focus remains. 

Dr. S. Witttam Becker: In regard to the 
psychiatric overlay, this patient is an extremely 
nervous person. When he was first hospitalized, 
we placed him on bed rest, sedation, and treatment 
with ultraviolet, tar, and antibiotics. He cleared 
up almost entirely. He relapsed after he went 
home. Whether this is pustular psoriasis or not 
I don’t believe anybody can decide. The patients 
Ebert reported had typical psoriatic lesions and 
periodically developed pustules. This patient has 
never had typical’ psoriasis. The lesions are vege- 
tative. They resemble, both clinically and micro- 
scopically, those of impetigo herpetiformis. 


Pigmented Purpuric Eruption. Presented by 

Dr. ANKER K. JENSEN. 

A 57-year-old white man noticed some red spots 
on his scalp about four years ago. These have 
gradually enlarged, and new lesions have developed 
on the face, ears, arms, palms, and‘dorsum of the 
feet. The nails are thickened and have a tendency 
to curve around the distal end of the fingers. 
There are also keratotic lesions on both palms. 
He stated that he has always been in good health 
except for bouts, off and on, of chills and fever 
with a sore throat and considerable coughing. He 
has had no subjective symptoms with his present 
complaint. 

Examination revealed dime- to  split-pea-size, 
slightly raised, smooth, purpuric lesions on the 
scalp. There were also smaller, similar lesions 
scattered on the face, ears, palms, and dorsum of 
the feet. Some faded on diascopic pressure, others 
did not. There were also small, keratotic lesions 
on the palms and some thickening of the nails. 

Laboratory data: Complete blood count was 
within normal limits, including bleeding time, 
coagulation time, and: platelet count. Urinalysis 
was negative. 

Discussion 

Dr. Louis H. Wrner: I believe this patient 

has angiokeratoma corporis diffusum of Fabry. 
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The lesions are ectatic capillaries in the skin and 
not purpura. Some of the lesions, histologically, 
show hyperkeratosis. One sees capillary dilatation 
with hyalinization of the vessel walls. The ad- 
ventitia of the vessel walls show vacuolization 
such as one sees in fatty degeneration. Fat 
stains on a frozen section would show fat in the 
degenerated adventitia of the vessel walls in 
pathergic granulomas reported by Dr. Thomas 
Sternberg (to be published in the A.M.A. 
ARCHIVES OF DERMATOLOGY. ) 

Dr. MAXIMILLIAN E. OBERMAYER (translation 
of Dr. Pierini’s discussion): Professor Pierini 
stated that this patient shows the cardinal char- 
acteristics of the disease as outlined by Laymon 
in the A.M.A. Archives of Dermatology and 
Syphilology, 1951. 

Dr. ANKER K. JENSEN: From the appearance 
of the lesions, I felt this belonged in the group 
of pigmented purpuric eruptions that were dis- 
cussed by Samuel J. Randall, Robert R. Kierland, 
and Hamilton Montgomery in the 4.M.A. Ar- 
chwes of Dermatology and Syphilology, August, 
1951. More specimens will be taken for biopsy. 


Granulomatosis Disciformis Chronica Progres- 
siva of Miescher. Presented by Dr. Louts H. 
WINER. 

A 40-year-old man had a nodular, cicatrizing 
eruption of five years’ duration on the legs, thighs, 
buttocks, sacral area, abdomen, small of the back, 
scalp, forehead, and face. Previous treatment for 
Staphlococcus coagulase-negative infection was 
given with antibiotics and x-ray treatments and 
sulfonamides, and the opinion was expressed was 


that this condition was phlebitis of the lower ex- 


tremity. 

Examination revealed annular, disciform plaques 
1 to 3 in. in diameter, some of which showed ul- 
ceronodular configuration. There was no tendency 
to recur within the center of the scar. The lesions 
began as 1 cm. in diameter subcutaneous nodules, 
which became fluctuant, ulcerated, and exuded a 
serosanguineous fluid. 

Laboratory data: Complete blood count was 
normal. Blood sedimentation rate was 18 mm. in 
one hour. Tuberculin test was negative, 1:1000. 
Trichophytin was 1:50, strongly positive. Cocci- 
dioidin was 1:100, negative. Serologic test for 
syphilis, negative. Sabouraud’s culture was nega- 
tive. 

Biopsy: Early lesions show subepidermal ne- 
crotic abscess with heavy PMN _ infiltration 
throughout. Late lesions show nests of epithelioid 
and giant cells surrounded by dense fibrosis which 
have replaced the entire cutis. The suppurative 
necrotic process also involves the fat. The vessels 
are occluded. The elastic tissue is markedly di- 
minished. 


Societies 


Treatment and course: Since November, 1955, 
he has had all the various antibiotic treatments 
including Terramycin, hydrocortisone, Staphlococ- 
cus vaccine. More recently he has been’ receiving 
injections of streptomycin and penicillin intramus- 
cularly. Improvement has been slight. 


Discussion 


Dr. NorMAN E. Levan: This case showed many 
features of a pathergic granulomatosis. These 
ulcerating granulomatous lesions are probably 
analagous to the localized condition seen in malig- 
nant granuloma of the face (Levan, N. E.: 
A.M. A. Arch. Dermat. & Syph. 68:187, 1953). 

From a morphologic point of view, the marked 
ulcerations seen in this patient are not consistent 
with the diagnosis of granulomatosis disciformis 
chronica et progressiva, and, inasmuch as_ this 
latter condition is probably not an etiologic entity, 
it would seem advisable to reserve the term for 
cases which adhere more closely to the original 
description by Miescher and Leder (Dermatologica 
97 :25, 1948), that is, lesions chiefly of the anterior 
legs consisting of peripherally enlarging, super- 
ficially indurated areas clinically resembling necro- 
biosis lipoidica. 

Dr. Paut LeVan: We have had a group of 
four patients over the past three years at Saw- 
telle exhibiting morphologically a clinical picture 
very similar to that of this patient. The story in 
these four people has been that at some time they 
had experienced-a drug-sensitivity reaction and 
frequently there would be a sensitizing period. 
All of these patients had very definite clinical 
characteristics in common. From the microscopic 
sections that we have studied, we have all been 
of the opinion that an allergic peripheral vascular 
necrosis occurs. We have been able in all four 
of these patients to control this reaction with 
steroids. This man was on steroid therapy for six 
weeks without any effect on the course of the 
disease. It is very significant, I think. Clinically, 
he has not gone through the healing process that 
these other men did. He now looks like some of 
these other cases that we have seen before steroid 
therapy. This man has never had a drug-sensitivity 
reaction as far as he knows. If he can be fol- 
lowed, we may determine in the future whether 
this represents the same type of peripheral vas- 
cular allergic reaction seen in the previously 
mentioned four patients. 

Dr. Mever Berke: The suggestion that these 
ulcers with atrophic scars may be on a hyper- 
allergic basis, I believe, is an excellent possibility. 
Several years ago we presented a similar male 
patient from Long Beach Veterans Hospital with 
similar lesions to this Society. This patient later 
developed sudden unilateral and then bilateral 
deafness and unexplained gastrointestinal hemor- 
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rhage on still another occasion. He finally died 
abruptly of a cerebrovascular accident. Prior to 
death, the diagnosis of polyarteritis nodosa was 
made, and it was confirmed at autopsy. 

Dr. Louis H. Winer: The diagnosis pathergic 
granuloma was considered but was eliminated. after 
treatment with 80 mg. of hydrocortisone and 1 
gm. of Terramycin daily for six weeks was with- 
out effect on the lesions. In August, 1953, the 
diagnosis by a clinic in the eastern part of the 
United States was furunculosis. Treatment with 
a-number of antibiotics was without benefit. In 
December, 1953, a diagnosis of early thrombo- 
phlebitis was made. The lesions healed temporarily 
at that time after four superficial roentgen treat- 
ments and 1 gm. of Aureomycin given daily for 
four days. Thrombophlebitis with deep necrotic 
pustules on the forehead and chest without sys- 
temic reaction is somewhat of an incompatibility. 

Animal inoculations and studies for iodides and 
bromides will be done. The clinical and histologic 
studies all are suggestive of an affection of the 
vascular tree. None of the lesions has recurred 


LOS ANGELES DERMATOLOGICAL SOCIETY 
Nov. 14, 1956 


Lipoid Proteinosis (Urbach-Wiethe). Presented 
by Dr. Frep F. FetpMAN and Dr. Ben A. 
NEWMAN, 

A 4-year old, precocious Jewish boy, has been 
in good general health since birth. Hoarseness 
was noted in early infancy, and he was incapable 
of crying until he was one year old.. “Eczema” of 
the face, neck, arms, cubital and popliteal regions 
was present until spontaneous disappearance at 
nine months of age. When he was one year old, 
thickening of the skin of his forehead, face, nape, 
and-knees became apparent.. It was felt by the 
parents that slight trauma (scratches) to the skin 
produced slow-healing wounds which resulted in 
depressed scars. Otolaryngologists have observed 
what appears to be “growths” and thickening of 
the vocal cords. Both parents feel that, in the past 
year, the voice has improved and that thickening 
of the skin has lessened. Physical examinations, 
blood counts, and urinalyses in an eastern city did 
not reveal any abnormalities other than the skin 
and mucous membrane changes. 

The parents of the patient are first cousins. The 
father had eczema during infancy. Father has 
hay fever. Their only other child, an 8-year old 
girl, had infantile eczema until 1 year of age. 
There is no familial history of lipoid proteinosis. 
However, a maternal aunt has been hoarse since 
the age of 6 years. The paternal grandmother has 
diabetes. There is no familial history of hepatic 
disease. mt 
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within the scars, which apparently become im- 
mune. Although he shows no changes in his urine 
or kidney involvement, he may eventually ter- 
minate with a polyarteritis nodosa, which is a 
vascular disease. 


Parapsoriasis en Plaques, Retiform? 
Dr. MAxiIMILLIAN E. OBERMAYER. 
Polymorphic Light-Sensitive Eruption. Presented by Dr. 

CLremMEeNT E. Counter. 
Necrobiosis Without Diabetes. Presented by Dr. Norman 
E. Levan. 


Presented by 





Case for Diagnosis: Variant of Necrobiosis Lipoidica? 
Parapsoriasis? Presented by Dr. Norman E, Levan. 

Case for Diagnosis: Lichen Striatus? Presented by 
Dr. Norman E. Levan. 

Sel N um. Pr ted by Dr. Jerome K, 
FIsHEr. 


Lupus Erythematosis (Systemic). Present« ! by Dr. Sam- 
vet Ayres Jr. and Samuet Ayres, III. 
Sclerodermatous Nevus. Presented by Dr. FLETCHER HALt. 





Case for Diagnosis: Localized Scleroderma? Lichen 
Sclerosus et Atrophicus? Pr ted by Dr. FLeTcHER 
Hatt. 


Urticaria Pigmentosa. (With Large Discrete Lesions). 
Presented by Dr. J. Water WI son. 
Pityriasis Rubra Pilaris. Presented by Dr. 

Foster. 


Pau. D, 


Physical Exarhination: The skin of the face, 
especially on the forehead, cheeks, and chin, is 
thickened, whitish, and wax-like. Irregularly out- 
lined depressed scars are present in these areas as 
well as on the anterior chest, resulting in a pock- 
marked appearance. There are radiating grooves 
of the cheeks and chin near the corners of the 
mouth. There are pigmented as well as depig- 
mented patches on the neck. On the nape there 
are brown thickened patches, which on close. in- 
spection reveal closely set, uniform 2-3 mm. 
papules. Hypertrophic brown plaques are present 
over the extensor surfaces of each eibow. There 
are pinhead-sized, yellowish-white papules of the 
buccal mucous membranes. There is no infiltration 
of the tongue or lips. Complete mobility of. the 
tongue is possible. An interesting congenital 
anomaly is the presence of eccentric pupils. There 
is bossing of the skull, especially in the parietal 
and occipital regions. 


Discussion 


Dr. Harotp Price: This is a typical case of 
lipoid proteinosis both from the clinical and the 
histopathologic viewpoints. The hoarseness is 
characteristic and is due to infiltration and nodules” 
on the vocal cords. The history of consanguinity 
of the parents and diabetes in the family appears _ 
in many of the other reports, but are by no means 
constant findings. Another characteristic feature 
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of the disease not displayed by this patient is the 
remarkable thickening of the tongue and frenulum 
which interferes with free mobility of the tongue. 

Dental anomalies are often found, consisting of 
congenital absence of a number of teeth, par- 
ticularly those of the second dentition. I would 
suggest that full mouth x-rays be taken of this 
boy, and I would expect to find that the buds for 
the permanent incisors or bicuspids were lacking. 

An interesting complication which sometimes 
occurs is recurrent attacks of parotitis, which ap- 
parently are caused by occlusion of the parotid 
duct by infiltrations about the papilla. Other fac- 
tors, such as trauma or infection, may contribute 
to the occlusion by the addition of edema to a 
nonelastic tissue. 

Thought has been given to the concept that this 
is a systemic disease and that other internal organs 
may be involved. Inasmuch as no necropsy reports 
have been reported, this question remains unde- 
cided. However, in view of the fact that the blood- 
vessel walls of the skin are uniformly involved, 
the likelihood is great that blood vessels in other 
areas are similarly infiltrated. : 

Dr. Louis H. WIner: Clinically, in addition to 
lipoid proteinosis, the lesions are suggestive because 
of the white spots on the extremities of pseudo- 
xanthoma elasticum or elastotic degeneration of 
the collagen. 

Dr. Frep F. FetpMAn: The slides were studied 
by Dr. Walter Nickel. He was instrumental in 
making the diagnosis. There is a marked familial 
incidence of allergy in our patient. However, in 
the case reports I read, I did not find infantile 
eczema a prominent feature. As to possible vis- 
ceral changes, the only reference I could find in 
that regard was the detection of lipoid infiltration 
in a surgically removed ectopic testicle in a case 
of Basex. Erich Urbach reported 16 of the 36 
recorded cases and established lipoid proteinosis 
as a definite entity histologically as well as histo- 
chemically. The infiltrative substance in the dermis 
has in the past been considered to be a phospholipid. 
However, recently Wood, Fred Urbach, and Beer- 
man reported a case in which they felt the lipoid 
material was a glycolipoprotein. Longevity is ap- 
parently favorable, as evidenced by a patient of 
Wile and Snow who still had this disease at the 
age of 62. However, thickening of the vocal cords 
may reach dangerous proportions. In eight of 
Urbach’s cases, laryngotomies had to be performed 
to prevent asphyxiation. The parents are often 
consanguineous and most frequently first cousins. 
This occurred in our case. Developmental defects 
are observed. An unusual congenital anomaly in 
our patient is an eccentric pupil. Treatment is 
unsatisfactory. Tripp, who reported the first 
American case, felt his patient improved from the 
administration of insulin. Costello cited improve- 
ment following the use of cortisone. Rothman 
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followed two cases who he felt were definitely 
helped by the administration of lipocaic, a pan- 
creatic enzyme. I shall try some of the newer 
lipotropic agents in our patient. 


Granulomas of the Axillas Caused by Deodo- 
rants. Presented by Dr. Paut D. Foster. 

A 25-year-old woman with a history of an erup- 
tion under the arms since July, was first szen by 
the presenter on Nov. 5, 1956, and gave a history 
of having used various deodorants of the cream 
and lotion type. She had not used the stick or 
“rolling-ball” deodorants. 

On examination, the patient had several 
erythematous and slightly yellowish, firm linear 
papules in both axillae. 

There has been no treatment to date. 


Contact Dermatitis, Complicated by Foreign- 
Body Granuloma Formation. Presented by 
Dr. CLEMENT E. Counter and Dr. Louris H. 
WINER. 


A white, 37-year-old married woman, has had 
tender, red itching and burning process under the 
arms of one year’s duration associated with the 
use. of new deodorant, “Fresh.” Previous treat- 
ment included antihistimane tablets, corticosteroid 
ointment locally, and injections of ACTH. 

Examination revealed an eruption in each axilla 
consisting of red, shiny-topped papules each about 
2 mm. in diameter. 

Microscopic examination of the biopsy speci- 
mens is similar. The stratum corneum is normal. 
The epidermal rate is also normal. In the cutis 
beneath the epidermis, there are masses of lypmho- 
cytic infiltrate adjacent to and surrounding masses 
of degenerated collagen. Within these nests of 
lymphocytes, one can observe many Langhans’ 
giant cells. In some areas, there are only pure 
giant cells seen. In other areas, there is a definite 
tendency to lobulation. Within the giant cells, in 
some areas, are irregular bluish masses which are 
surrounded by clear halos. These bluish masses 
look like pyknotic nuclear conglomeration. Be- 
tween the granulomatous elements and the over- 
lying epidermis, one can observe a great amount 
of melanin within histiocytes, as well as lying 
free. The basal cells are apparently free of 
melanin. 


Discussion 


Dr. A. FrercHer Hatt: When I first saw the 
recent article in the Journal of the American 
Medical Association regarding granulomas of the 
axillae caused by deodorants, I recalled a similar 
case which I had seen in 1954. The axillary lesions 
in Dr. Foster’s case were clinieally identical with 
those in my case, and the sections were quite com- 
parable in both biopsy specimens. The reason 
that I refer to my case at this -time is that it 
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showed similar granulomatous lesions on the eye- 
lids and across the bridge of the nose, areas which 
I am quite sure were not exposed to deodorant 
preparations. My case was presented before this 
Society in May, 1954, and the consensus of the 
Society was that the diagnosis was miliary sar- 
coidosis of Boeck. Roentgenograms of the chest 
and small bones were negative. The lesions grad- 
ually subsided over a period of three months under 
treatment with isoniazid by mouth and strepto- 
mycin with dihydrostreptomycin intramuscularly 
twice weekly. I go into this detail as a warning 
that all such granulomatous lesions of the axillae 
are not necessarily due to deodorants. 

Dr. THEopoRE M. CoHEN: There apparently are 
a large number of these cases being seen through- 
out the country, especially in the East. It seems 
that the zirconium in these stick deodorants is 
causing this particular picture. 

Dr. Louis H. Winer: I believe that it is not 
the zirconium, or the aluminum salts, or anything 
of itself that is causing this granuloma. This 
foreign-body granuloma is secondary to follicular 
wall degeneration with a reaction to its contents, 
chiefly keratin and hair. This is supported by the 
fact that attempted reduplication of these granu- 
lomas on animals and reduplication in other areas 
of the body have been unsuccessful. 

Dr. Frep F. FELDMAN: One of the deodorant 
sticks contains silicone as well as zirconium. One 
of our patients who used such a deodorant had 
sweat retention for approximately four months. 
Only recently, as the eruption is improving, is she 
showing some evidence of sweating in the axillae. 

Dr. Paut D. Foster: This subject has been 
very thoroughly covered in the discussion. As far 
as the spectographic analysis is concerned, it -has 
been done. They did not find any zirconium in 
the spectographic results. 

Dr. CLEMENT E, Counter: There are two ob- 
servations I have to make. It was my observation 
in studying the slide that with all of the cellular 
infiltration in the cutis, the apocrine glands were 
distinctly not involved. It would seem reasonable 
that they would show signs of inflammation if 
their ducts are plugged. Another observation is 
that the patient has used no deodorant for six 
months. The last she used was the stick deodorant 
“Fresh” which initiated the onset of this eruption 
present now under her arms. 


Case for Diagnosis: Bullous Pemphigoid? Bul- 
lous Urticaria Pigmentosa? Presented by 
Dr. MoLLteurus COoUupPERUS. 

A Caucasian boy, 11 months old, first. developed 
“blisters” on both soles at the age of 10 weeks. 
These original lesions crusted over and healed 
in about two weeks. Then new blisters appeared 
on the front of both legs, the groins, on the back, 
and on the face. The patient has not been free 
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from vesicles and bullae since that time except 
perhaps for one or two days: Lesions have oc- 
curred on every part of the body except in the 
mouth and the eyes. The size of the lesions has 
varied from pinhead-sized vesicles to palm-sized 
bullae. Most of these have been tense and filled 
with a clear yellow fluid, but some of the larger 
bullae have been hemorrhagic in nature, and the 
latter have been particularly numerous and large 
during acute exacerbations of the eruption. These 
large hemorrhagic bullae have occurred on various 
parts of the body, but the largest of these lesions 
were seen on the scalp, arms, shoulders, and upper 
back. When the larger bullae rupture, there is 
seen a hemorrhagic base. Healing occurs with a 
rather prolonged erythema at the site of the bullae 
but without any residual scarring. Pustules have 
not been observed. Very few lesions have de- 
veloped on the toes, fingers, and penis. 

The episodes of rapid increase in the size and 
number of the bullae have occurred, the first 
at the age of 5 months, which lasted some two 
weeks, and the severest exacerbation one’ month 
later, in which severe intestinal hemorrhage took 
place and the patient’s life was saved only by 
multiple transfusions. At this time, huge palm- 
sized hemorrhagic bullae appeared again on the 
scalp and trunk. Some of the bullous lesions have 
been followed by annular and serpiginous arrange- 
ments of small milia. Dermographism has been 
pronounced, and scratch marks made by the baby’s 
fingers have been followed by clear vesicles in 
these marks. 

There is no history of prolonged vesicular dis- 
ease in either parent or their families. 

Physical examinations of the child have not 
disclosed any marked abnormality except the skin 
lesions and their effect upon the general body 
economy during the acute exacerbations, such as 
anemia, etc. Temperature elevations have been 
as high as 101 F during exacerbations. White cell 
count was 10,400. Differential count was normal 
(no eosinophils). Cultures from vesicles were 
normal. Urinalysis was negative except for 5-10 
red cells per h. p. f. Prothrombin, 100%. 

Treatment has consisted of sulfapyridine by 
mouth, but without effect; temporary use of 
steroids, which have aided in terminating exacerba- 
tions, and antihistamines orally. Two biopsies 
were performed, which showed essentially edema 
of upper cutis with heavy infiltration of lympho- 
cytes, histiocytes, possible cuboidal mast cells, 
some eosinophils, and a few polymorphonuclear 
cells, and bullae which seemed to be at first in 
lower portion of epidermis but finally became 
subepidermal as basement membrane was dissolved 
away by pressure. Fluid in vesicles shows either | 
no cells or eosinophils, polymorphonuclears and — 
lymphocytes. Unna polychrome stain shows baso- 
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philic staining cuboidal cells, particularly deep in 
cutis, which some believe are mast cells, others 
do not. 

Discussion 

Dr. NorMAN E. Leva:": About one year ago, I 
presented before this Society a child with an erup- 
tion markedly similar to that of the present case. 
Similar bullous eruptions of infants have been 
the subject of a number of papers, particularly 
in The British Journal of Dermatology. The con- 
dition is characterized by the very early age of 
onset of a vesicular and bullous eruption, often 
obviously pruritic, with tendency to the formation 
of serpiginous groups, healing without scarring, 
and proneness to bouts of severe recurrence. 
Neither steroids nor sulfapyridine is particularly 
effective, but the disease does not menace life and 
in time seems to wear itself out, with ultimate 
recovery having been observed in a number of 
cases. 

Viewpoints as to classification of these cases 
seem to fall into two categories. Dr. G. B. 
Dowling feels that the disease is not dermatitis 
herpetiformis or pemphigoid, but constitutes a 
separate entity, perhaps genetically determined, 
although differing from epidermolysis bullosa. Dr. 
Chaim Berlin feels that these cases are essentially 
a juvenile variant of dermatitis herpetiformis. 
(Brit J. Dermat. 66:139 [April] 1954; 64:28], 
[July-Aug.] 1952.) 

In this regard, it might be worth mentioning 
that dermatitis herpetiformis has been known 
since the condition was first separated as an en- 
tity, the French literature particularly mentioning 
that it could occur in the youngest infants. 
(Parenthetically, I have never been able to find 
a proved instance of pemphigus reported as oc- 
curring in an infant.) 

Histologically, most cases show the primary 
lesion to be chiefly a subepidermal bulla with a 
polymorphous infiltrate in the underlying cutis, 
this infiltrate containing eosinophils in varying 
numbers from few to many. As to the suggestion 
of bullous urticaria pigmentosa, the fact that the 
blebs are capable of arising from clinically normal 
skin, and that after they heal the skin again re- 
turns. to normal, would seem on clinical and 
morphologic grounds to weigh heavily against 
this possibility. Hence, that possibility would 
seem to rest chiefly on the question, still moot 
in this patient, of whether the predominant histo- 
pathologic change is’ a mast-cell infiltrate. 

Dr. Lours H. Winer: I suggest the diagnosis 
of bullous acrodermatitis enteropathica. A report 
of an identical case by H. van der Meulen in 
The British Journal of Dermatology, Vol. 67, pp. 
16-19, 1955, showed favorable response to sulfa- 
methazine orally. We have used .Diodoquin 
orally with success for this condition. Microscopic 
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examination of smears from the blister contents 
in this patient showed numerous eosinophils. In 
the section, however, the eosinophils were not evi- 
dent because the pH of the fixation fluid apparently 
altered the vesicular contents so that what appears 
in the section as a basophil, is in truth, an eosino- 
phil. These basophilic granules create the impres- 
sion of a mast cell which is a fixed tissue basophil. 
The vesiculation in the section is subepidermal and 
with its satellite configuration is characteristic of 
dermatitis herpetiformis. 

Dr. SAMUEL Ayres Jr.: Instead of bullous 
urticaria pigmentosa, I would suggest the name 
of bullous urticaria for a diagnosis in this case. 
By way of therapy, I would recommend a trial 
with one of the broad-spectrum antibiotics or 
possibly Diodoquin. I have seen a number of 
severe and prolonged cases of urticaria respond 
to broad-spectrum antibiotics, suggesting an under- 
lying focus of infection as a cause. 

Dr. NEtson Paut ANnpeErson: I wish to uphold 
Dr. Couperus’ diagnosis of urticaria pigmentosa 
with bullous lesions. It is difficult to see how any 
other diagnosis can be seriously considered. 

Dr. Motteurus Couperus: In the differential 
diagnosis of this little patient’s ailment, there has 
been especially considered erythema multiforme, 
dermatitis herptiformis, incontinentia pigmenti, bul- 
lous pemphigoid, and bullous urticaria pigmentosa. 
On purely clinical grounds, such a differential diag- 
nosis may at times be very difficult. The clinical 
features of this case are typical of bullous urti- 
caria pigmentosa, but the microscopical findings 
must also be in harmony with such a diagnosis. 
I believe that even in the hematoxylin and eosin 
preparations, the preponderant cell of the cutis 
infiltrate can be recognized as a mast cell. As far 
as a simple bullous urticaria is concerned, I do 
not believe that the massive infiltrate can be 
harmonized with this diagnosis. It is interesting 
that in a recent tabulation of 16 reported cases 
of bullous urticaria pigmentosa by Dewar and 
Milne in the A. M. A. ArcHives oF DERMATOLOGY, 
Vol. 71, pp. 717-721, 1955, 14 patients were 4 
months or less of age when the disease first mani- 
fested itself. This fact, together with the long 
duration of this bullous disease, is an important 
clinical feature. 

Pemphi Eryth (Senear-Usher 

Presented by Dr. S. Witt1amM BECKER. 
Granuloma Annulare? Presented by Dr. S. WILLIAM 

Becker and (by invitation) Dr. D. G. Linpsay. 
Severe Aphthous Uleer (Mouth). Uleers in the Mouth for 

Three and a Half Years Intermittently. Presented by 

Dr. Gack Hetms and Dr. R. W. Hews. 

Case for Diagnosis. Parapsoriasis? Presented by Dr. Nor- 

MAN E. Levan. 

Mast-Cell Anomaly. Presented by Dr. Gorpon MacDona.p. 
and Dr. THEropore M. CouHEN. 
Caicinosis, Etiology not Determined. Presented by Dr. J. 


Wa ter Witpson, Dr. Donatp C. SHELBY, and STAFF 
or CHitpren’s Hospitat (by invitation). 
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Prurigo Nodularis. Presented by Dr. MAx Pop- 

PER. 

A 38-year-old white man has skin lesions which 
consist of hyperkeratotic nodules which are situ- 
ated on the extensor surfaces of the arms and 
legs. The intervening skin seems to be normal. 
There are a few scattered lesions on the face and 
on the back. A single lesion consists of a hyper- 
keratotic nodule which is sharply confined and firm. 
All these nodules show excoriations on the summit. 
This condition is highly pruritic, especially in the 
evening. The patient has had this condition for 
12 years. 

Histological findings reveal all layers of the 
epidermis to be increased in size. There is a 
basket-like hyperkeratosis containing only occa- 
sional cells (parakeratosis). The granular layer 
is markedly increased in size. Acanthosis is 
present. The rete pegs are broad and elongated. 
Intra- and extracellular edema is not conspicuous, 
There is a round-cell infiltrate around the vesicles 
and in the subpapillary layer, which, in spots, 
seems to invade the rete pegs. This picture seems 
to be consistent with a chronic and hyperkeratotic 
type of dermatitis. 

This condition was first described in the United 

States by Hardway in 1880. The following are 
synonyms: (1) prurigo nodularis (Hyde); (2) 
eczema verrucosum callosum (Unna); (3) eczema 
verrucosum callosum nodulare (Ahrens); (4) 
lichenification circonscrite nodulare chronique 
(Brocq and Pautrier); (5) neurodermatitis 
nodulosa (Fabry). 
Joseph Jadassohn in his textbook suggests the 
following classifications of Neurodermitiden and 
Prurigines: (1) neurodermitis chronica circum- 
scripta; (2) neurodermitis chronica disseminata; 
(3) prurigo nodularis; (4) prurigo Hebrae; (5) 
prurigo temporanea. 

The patient is receiving fractional x-ray treat- 
ment on the hyperkeratotic lesions. He received 
no prior treatment. 


Discussion 


Dr. Max Popper [slide]: We are dealing with 
an inflammatory process of the skin. The epi- 
dermis is increased in size in all layers. There is a 
uniform hyperkeratosis; a spotty parakeratosis is 
seen especially at the openings of the follicles. The 
granular layer is considerably enlarged, consisting 
of four to six rows of granular cells. There is 
uniform acanthosis present. The rete pegs are 
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irregular, broadened, and elongated. In the cutis 
there is dilatation of vessels, both in the subpapil- 
lary layer and in the corium. A _ nonspecific 
round-cell infiltrate, mostly perivascular, — is 
present. In addition, there is’a considerable infil- 
trate present high up in the subpapillary layer in 
spots which almost seems to invade the epidermis. 
In the epidermis and cutis there is comparatively 
little edema present. Cross sections of nerve fibers 
can be seen at different sites of the slides. The 
histological picture is consistent with the diagnosis 
of a chronic inflammatory process of the skin. 

Dr. Frep F. FELpMAN: I accept the idea that 
this may be a form of neurodermatitis, but, if it is, 
why is this dermatosis so rarely seen? It usually 
occurs in females. In true prurigo nodularis the 
lesion persists and may return at the same site 
even after its removal. Nerves have been traced 
to the nodules. Has this been observed in the 
patient presented tonight? 

Dr. Harotp Price: Is there an initial primary 
lesion, or does the lesion result from the trauma 
to the skin? 

Dr. Max Popper: According to the history, this 
disease is of 12 years’ standing. The summits of 
all lesions are excoriated from scratching. We 
may assume that continuous traumatizing for 12 
years will have changed both the clinical and the 
histological picture of the lesions. 

Dr. Max Popper: Nerves have been traced out 
in these papules. I am curious to know whether 
you saw that in the section. I saw cross sections 
of nerve fibers at different sites of the slides. 
According to Rasch (Prurigo Nodularis, Arch. 
Dermat. u. Syph. 123:764, 1916), there is a con- 
siderable increase of nervous tissues present in 
these cases. Martinez Perez and Aguilera Maruri 
saw a hypertrophy of nerve fibers, degeneration, 
and destruction of fibers of the terminal reticulum 
and of other fibers followed by a hypertrophy of 
the nuclei of the sheaths of Schwann. (Gans, O., 
and Steigleder, G. K.: Histologie der Hautkrank- 
heiten, Vol. I, p, 259, 1925). * 


Prurigo nodularis is a rare disease. As far. as 


I am aware, there is no satisfactory explanation 


of the peculiar etiologic factors involved. It is 


apparently necessary for several factors to be 


present in a particular pattern before this dermato- 
sis manifests itself. 

This may account for the paucity of ‘cases re- 
ported. Likewise, the histological reports on 
changes of the nervous tissues are purely de- 
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scriptive and do not elucidate the pathogenesis of 
this condition. Prurigo nodularis is classified in 
J. Jadassohn’s textbook (Dermatologie, p. 95, 
1938) among “Neurodermatitiden und Prurigines,” 
while O. Gans feels that prurigo nodularis is iden- 
tical with urticaria papulosa perstans. (Gans, O., 
and Steigleder, G. K.: Histologie der Hautkrank- 
heiten, p. 261, 1955). 


Acanthosis Nigricans, Adult Type. (With In- 
volvement of the Mucous Membranes of the 
Mouth, Eyes and Vagina). Presented by 
Dr. FLoyp J. Dornsusu. : 

A 49-year-old white woman has noticed a 
gradual thickening and darkening of the skin of 
the sides of the neck, axillae, under the breasts, 
and in the groin, over a nine-month period. The 
eruption was asymptomatic. Beginning in June, 
she developed a similar thickening of the lips and 
a granular, somewhat painful eruption of the 
mouth, pharynx, and conjunctivae. This has in- 
terfered markedly with eating, and the entire 
mucous membrane of the mouth is quite painful 
to touch. There has been a 30 Ib. weight loss in 
the last six months. 

There is no history of similar skin eruption 
in the family. 

Approximately two years ago the patient was 
hospitalized at San Francisco County Hospital 
because of severe fever of undetermined origin, 
from which she apparently recovered spontane- 
ously; the diagnosis is not known to the patient. 

Physical examination reveals a symmetrical 
eruption involving the axillae, sides of the neck, 
genitalia, groin, inner aspects of the thighs, flexor 
surfaces of the elbows, perianal region, breasts, 
and perineum. In the affected areas, the skin is 
deeply pigmented with intensified skin markings, 
and the surface is covered with verrucous and 
papillomatous growths which are dry. The entire 
lower lip is covered with an exuberant, papillo- 
matous growth. There is a diffuse, granular, ver- 
fucous eruption involving the conjunctivae and 
the mucous membranes of the tongue, mouth, and 
pharynx. 

Biopsy was performed when the patient was 
first seen on Nov. 24, 1956. General physical ex- 
amination and laboratory studies have not yet 
been completed. 


Discussion 


Dr. Wittarp L. MArMeEtzat: I think we will 
all accept the diagnosis without a biopsy. The 
interesting thing was the distribution. This lady 
had lesions which biopsy would also prove to be 
acanthosis nigricans on both lower eyelids, both 
upper eyelids, and in the vagina. She had lesions 
on her tongue, on her soft palate, and I am sure 
there are some lesions in the pharynx and larynx 
and epiglottis. Of course, the commonest character- 
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istic places are the axillae, groin, and umbilicus. 
Of great interest are the present typical lesions of 
acanthosis nigricans on the vagina, pharynx, 
larynx, and eyelids. Generally speaking, eyelids 
are the commonest area of these four in which 
acanthosis nigricans is found. Yet eyelids rank 
17 in frequency of distribution of all areas of 
location. Sixteen body sites are commoner than 
eyelids, vagina, pharynx, and larynx. Mucous 
membranes are seldom involved. This is a real 
curiosity. The amazing thing about this woman 
is that she has no cancer antecedents. Dr. Curth 
often finds cancer antecedents in the family tree. 
This patient looks rather well, I think, for having 
had acanthosis nigricans for 11 months. As we 
all know, these patients are supposed to die in 18 
months to 24 months. Of further interest is the 
alopecia present. I think all we can do is to urge 
Dr. Dornbush to search for the possible primary 
lesion, which he has not as yet had a chance to do. 

One of the men asked how often are acanthosis 
nigricans lesions seen on the lip. This location 
is a very rare one. However, between 1891, when 
this entity was first described, and 1909, just about 
every.one of these rare areas had been observed 
by some one. 


Granulomas of the Axillae Caused by Deodor- 
ant.. Presented by Dr. Irvine A. LEweE. 


A Mexican woman, aged 45, was referred to the 
presenter by her family physician on Oct. 25, 1956. 
She stated that an itching rash first appeared in 
both armpits in May, 1956, and that it cleared 
completely when she discontinued the use of deo- 
dorants. She had been using Stopette liquid and 


_ occasionally Stopette stick deodorant for one year 


prior to the onset of the rash. ‘She also stated 
that she shaved her armpits every two weeks. 
The following month she shaved her axillae, and 
then began applying the liquid deodorant. After 
a few days, the eruption recurred, and it became 
worse after using the ointment prescribed by her 
family doctor. She complained of intense itching. 
Examination at that time revealed a diffuse, 
erythematous, papular, and papulovesicular erup- 
tion covering the axillae and extending onto the 
axillary folds. This was diagnosed as contact 
dermatitis and treated with Burow’s solution com- 
presses and Neo-Cortef lotion, followed later with 
superficial x-ray therapy. The eczematoid phase 
of ‘the dermatitis subsided under this therapy, 
leaving a persistent, less pruritic eruption confined 
to the vault of each axilla, This consisted of 
numerous discrete, elevated, dome-shaped, whitish 
to flesh-colored, semitranslucent papules, measur- 
ing 1 to 3 mm. in diameter. Some of these were 
arranged in linear groupings. The surrounding 
skin was diffusely erythematous. 
Complete blood count, urinalysis, 
cholesterol studies were normal. 


and blood 
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Microscopic examination of stain sections of a 
biopsy specimen showed a foreign-body granuloma 
with much phagocytized fat. 


Discussion 


Dr. Irvine A. LEwE [slide]: The picture is that 
of a foreign-body granuloma, with many Touton 
and a few Langhans giant cells. There was also 
some phagocytized fat. I should like Dr. Storkan 
to discuss the slide. 

Dr. MarcareT ANN STORKAN: There was a 
mild amount of acanthosis with some parakerato- 
sis. The remarkable feature was a granulomatous 
response in the cutis in which there were large 
giant cells with inflammatory cells at the border. 
I was impressed by the amount of foamy-looking 
cells which there were in the cutis and I thought 
it may be a granulomatous response to fat. The 
fat stains were not contributory. In conclusion, 
this is a granulomatous response to a foreign 
body, with histiocytic cells giving this foamy 
appearance. 

Dr. Frep F. FELDMAN: We have followed four 
such cases and none have recovered, despite x-ray 
therapy and topical hydrocortisone. However, the 
longest period of observation has been six months. 
Our patients used three different brands of stick 
deodorants and one used a lotion type. There was 
one common ingredient in all the different brands 
used—zirconium. This finding was true in Dr. 
Lewe’s case, in three of Dr. Cohen’s cases, and 
in three of the four. cases Dr. Rubin reported. 
Since silicone is present in one brand of deodorant 
stick, I thought initially that a silicone granuloma 
was being produced. However, zirconium appears 
to be the most likely agent inducing the reaction. 
There is a possibility that the offending material 
may be introduced by shaving. 

Dr. Murray ZIMMERMAN: All of the lesions 
seem to be rather superficial and are frequently 
associated with sweat retention, but there is no 
one single common factor that follows in any one 
of them, including zirconium or sweat retention 
or even response to treatment. I understand that 
microinceration tests were made on small biopsy 
specimens. There was not enough - zirconium 
present to give even traces by the most delicate 
tests available—spectrophotometer and microincera- 
tion. If the zirconium is a factor, it hasn’t been 
proved. Since these lesions are so superficial, 
wouldn’t it be feasible to plane at least a test 
area? Rubin says they don’t respond to x-ray. 
Some of them do respond to local steroid applica- 
tion, but not all of them. I wonder if this is a 
reaction, not to the active ingredient in the 
deodorant, but rather to the excipient stiffer fat 
present in a stick deodorant and not in a liquid 
deodorant. I wonder if by rubbing that into an 
abraded skin, a tuberculoid reaction is effected. 
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The slide on this case showed Langhans and 
foreign-body giant cells. Other cases have shown 
exclusively Langhans cells. These are a phos- 
pholipid response in tuberculosis; are they here? 

Dr. Harotp Price: A condition known as lipo- 
granulomatous pseudosarcoid has recently been 
described by general pathologists as occurring in 
various tissues such as the spleen, liver, and lung. 
It results from fat destruction or from exogenous 
introduction of lipids, such as in lipoid pneumonia, 
It seems to me that the granuloma of the skin 
under discussion’ may well fit into this category. 

The experiments of Shelley and Hurley on 
apocrine duct occlusion demonstrated that when 
there was introduction of apocrine sweat into the 
skin a histiocytic foam-cell reaction took place, 
probably in response to liberated apocrine. lipids, 





It may well be that this is the type of reaction 
we are dealing with here, the deodorants producing 
an occlusion of the apocrine duct ostium with 
subsequent rupture of the duct or gland. 

There is as yet no definite evidence to lay the 
blame on zirconium. In fact experimental efforts 
to produce pulmonary granulomas in animals by 


‘exposure to zirconium dust have been unsuccessful, 


Dr. THEODORE COHEN: Zirconium has been used 
in several ointments for poison oak, such as 
Zotox, Zircal, efc.; yet this particular picture has 
not Been seen. Of course, those ointmnets were 
not necessarily used in the axillae, which may make 
the difference. However, this is becoming quite 
an extensive problem in the Midwest and in the 
East. One of the men at New York Skin and 
Cancer Unit has evidently been appointed by one 
of the leading makers of these deodorants to run 
this problem down. They do think that zirconium 
plays a large part in the production of this entity, 
Those of us who use: grenz ray here may have 
found that some of these conditions respond 
better with grenz ray in addition to the local ap- 
plication of hydrocortisone ointment. 

Dr. Irvine A. Lewe: One of ‘the interesting 
features of this case was the fact that, according 
to the patient, the original eruption which occurred 
after using both liquid and stick deodorant cleared 
completely when she discontinued their use, and 
recurred after using only liquid deodorant. This 
would suggest that some component of the deo- 
dorant, other than zirconium, is the agent respon- 
sible for the granulomas, since there is no 
zirconium: in the liquid. On further questioning 
of the patient, however, she was uncertain as to 
whether there may not have been a residual papular 
eruption from the first episode. I, too, feel that) 
abrasion of the skin from shaving is a factor in 
allowing the introduction of whatever foreign 
material is responsible for this dermatosis. 

The article by Rubin (Rubin, L., et al.: Grant 
lomas of the Axillas Caused by Deodorants, | 
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J. A.M. A. 162:953-955 [Nov. 3] 1956) reporting 
this new entity stated that no zirconium was found 
in the biopsy specimen from one of their cases 
which was submitted for spectrographic analysis. 
However, they stated that in order to demonstrate 
zirconium in tissue more than 0.3y of the substance 
must be present. The biopsy specimen they sub- 
mitted was too small to contain this amount of 
zirconium, and they suggested that larger biopsies 
might give them a more positive determination. 
Further investigation is being carried out, so per- 
haps we shall learn the mechanism of this unusual 
reaction. 

Nodular Tumor, Right Side of Face, Due to Degenerative 
Changes in the Mesodermal Tissue of as yet Unde- 
termined Composition (Hyloma?). Presented by Dr. 
Max Popper. 

Case for Diagnosis. Presented by Dr. Ratpu B. CooMBER 
and Dr. CortLanp Myers. 


MINNESOTA DERMATOLOGICAL SOCIETY 


Elmer M. Hill, M.D., President 
Charles D. Freeman, M.D., Secretary 
Meeting Rochester, Minn. 


Multiple Basal-Cell Epitheliomata. Presented by Dr. RALPH 
B. Coomser and Dr. CortLanp Myers. 

Ankle Uleer with Chronie Infectious Eezematoid Dermatitis. 
Presented for management suggestions by Dr. Stanton 
B. May. 

Intracutaneous Linear H hag Superimposed on 
Aeneform Eruption. Presented for discussion of diagno- 
sis and therapeutic suggestions by Dr. CHester M. 
SiweLt and Dr. J. Gorpon Ericxson. 

Case for Diagnosis. Presented by Dr. Joun W. Carney. 

Epitheli » Sq Cell Type, or 
Presented for management suggestions by Dr. STANTON 
B. May. 

Necrobiosis Lipoidica Diabeticorum, Without Evidence of 
Diabetes Mellitus. Presented for differential and future 
management considerations by Dr. Lawrence J. UNbER- 
woop and Dr. WatTer S. GREEN. 

Erythema Annulare Centrifugum. Presented by Dr. Fioyp 
J. Dorneusx. 

Case for Diagnosis: Erythema Nedosum? Diseoid Lupus 
Erythematosus? Presented for diagnostic and therapeutic 
suggestions by Dr. Fioyp J. Dornsusx. 











On the occasion of the First Paul Arthur O'Leary Memorial Lecture 


Sept. 8 and 9, 1956 


All cases at this meeting were presented by 
Dr. Louis A. Brunstinc, Dr. HAMILTON MoNT- 
GOMERY, Dr. Ropert R. KieRLAND, Dr. HAROLD 
Perry, and Dr. R. K. WINKELMANN. 


Xanthoma Tuberosum, Idiopathic Hypercholes- 
terolemia. 


Discussion 


Dr. J. E. McCreary, Rochester: This patient 


is one of a group of patients that we have been 
following for some time, who have xanthomatous 
eruptions associated with elevated blood lipids, in 
whom the onset of the eruption occurred on or 
before the age of 16. In this particular group 
there are 11 patients with xanthoma tuberosum 
with idiopathic hypercholesterolemia. In this group 
of 11 patients, 7 have had angina and 3 patients 
are known to be dead. A brother and a sister 
died from myocardial infarcts at the age of 14 
and 7% years, respectively. Another patient died 
at 42 from a heart attack. A young woman was 
last heard of at the age of 29, at which time she 
was bedridden from angina. She is presumed 
dead. The four patients without angina have had 
no abnormal cardiovascular findings. One is a 
woman of 25 who has had four children without 
complications. In this particular patient the prog- 
nosis is probably bad, as suggested by the blood 
pressure and electrocardiovascular changes. 

Dr. Barton L. Lewis, Colorado Springs: There 
has been some rather disturbing evidence recently 
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in the lay press concerning the theory of animal 
fat production of atherosclerosis. I refer to a 
case of a baboon that died recently in one of the 
larger zoos. An autopsy was performed, and the 
animal was found to have severe atherosclerosis. 
The baboon had been on a diet of vegetables and 
fruit during his entire life and had never touched 
any meat or fat of any kind. 


Summer Ulcerations Without Livedo Reticu- 
laris. 


Discussion 


Dr. Ropert R. KteRLAND, Rochester: There may 
be a superficial resemblance to “white atrophy” 
but in white atrophy there is not necessarily a 
primary lesion, or at least none may be noted. 
Our patients with livedo reticularis and summer 
ulceration all had a primary infarctive type of 
hemorrhage followed by ulceration. The livedo 
is present summer and winter, but characteristically 
ulceration is present during the warm months. 
(This woman and the patient:of Dr. Wolfe are 
exceptions in that livedo has been slight or absent). 
The livedo and edema seem to be the _ initial 
pathology, followed then by small isolated hemor- 
thagic puncta, which may become grouped, and 
then an infarctive ulcer makes its appearance. 
Treatment is difficult; we have tried sympathec- 
tomy with indifferent results. We now use the 
hexamethonium group of drugs. 

Candidiasis, Generalized. 
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Discussion 


Dr. StureE A. M. JoHNson, Madison, Wis.: 
It would appear that Mycostatin has been very 
efficacious in the treatment. There is clearing in 
the axillary areas, on the buttocks, and under the 
chin. One might wonder what is uniform to these 
three regions to account for this localized clearing. 
I might suggest to Dr. Pittelkow and his group 
who have worked with amino acids that they 
should go further in their work and determine 
if the surface amino acids of the axillary region, 
buttocks, and under the chin are the same and 
differ from those where there is no clearing. As 
you know, we have shown that the amino acids 
differ in their capacity and ability to support the 
growth of Candida albicans. Evidently there is 
nothing to suggest a disturbance of calcium metab- 
olism in this patient. In vitro the growth of the 
yeast is materially affected by some calcium salts. 
In recent studies completed by us, we have found 
that certain sources of vitamin D accelerate the 
growth of the yeast. I had occasion to ask the 
mother whether or not the child had received any 
particular vitamin D, but she denied giving the 
child vitamin D of any type. I wonder whether 
this is true. 

Dr. T. B. Firzpatricx, Portland, Ore.: The 
patient referred to by Dr. Kierland was first 
seen in our clinic at the age of 6 years. At this 
time she did not have moniliasis but a generalized 
trichophytosis. During the interval of the next 12 
years she has developed a total alopecia and now 
has generalized skin involvement. The skin lesions 
at the present time consist of erythematous papules 
on the trunk with polycyclic arrangement. She also 
has thick hyperkeratotic plaques on the . ex- 
tremities and scalp. We were able to culture 
Candida albicans from the mouth but not the skin 
lesions. Direct examination of the scraping shows 
many mycelia, and repeated cultures have revealed 
the same type of organism which cannot be 
identified by our mycologist or by others to whom 
it has been sent. It has many features of a Tri- 
chophyton. We have, therefore, felt that this 
patient has a generalized dermatophytosis rather 
than a generalized candidiasis. There is no ex- 
planation for a total alopecia. The endocrinologists 
could not establish any abnormalities by clinical 
or laboratory study. Electrophoretic studies of 
her serum indicate an abnormally high y-globulin 
and elevated ae and B globulins. The thymol 
turbidity is 12 units, and the cephalin-cholesterol 
flocculation test is 4+ in 24 hours. However, 
the sulfobromophthalein test is within normal 
limits. 

Dr. Rosert B. Pittetkow, Milwaukee: As we 
know, most times these people have died in early 
life and haven’t reached the age of puberty. In 
the case which Dr. Fitzpatrick spoke of we have 
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been trying to get in contact with her for the past 
two to three years, to study her further, and it 
was amusing how she turned up in his clinic 
after much correspondence which we had in try- 
ing to locate her. As Dr. Kierland stated, previous 
studies for hypoparathyroidism, as per Sutphin 
and Albright’s work (J. Clin. Endocrinol. 3 :625- 
634, 1943), were all negative, and the patient also 
had a rather extensive course of vitamin D therapy 
as given by Dr. O’Leary several years ago, which 
was of no benefit. 

Dr. HAMILTON MontcoMEry, Rochester: I sim- 
ply want to emphasize the value of the periodic 
acid-Schiff (PAS) stain in looking for fungi 
in tissue sections. It was interesting in this case 
that the histologic picture could readily -have 
passed for psoriasis, if -we hadn’t known about 
the patient and hadn’t done a PAS stain. In older 
days, for the deeper fungi we had to shut down 
the light to demonstrate the Blastomyces, but you 
can demonstrate them so much easier with a PAS 
stain. But don’t try to demonstrate Actinomyces, 
because they do not stain with PAS. 

Dr. CuHartes R. Rein, New York: During the 
past few years we have been working with a new 
complement-fixation procedure for candidiasis, 
The serum from two patients with generalized 
candidiasis gave strongly positive reactions with 
this test. Dr. Kierland has arranged to senci me a 
blood Specimen from this patient. (Sept. 21, i956— 
A 4+ reaction was obtained with the Candi- 
diasis Complement-Fixation Test). 


Angiokeratoma Corporis Diffusum (Case _ re- 
ported by Drs. Robert B. Pittelkow, Robert 
R. Kierland, and Hamilton Montgomery, A. M. A. 
ARCHIVES OF DerMatoLocy, 72:556-561 [Dec.] 
1955). 

Duration: Thirty-six years. 

Sites: The lesions surround the elbows and 
knees with greater distribution over the extensor 
surface, buttocks, and upper part of the thighs on 
the lateral and posterior surfaces, groin, genitalia, 
dorsa of feet, tips of fingers, and upper lip. 

History: In March, 1955, a 46-year-old male 
physician came to the Mayo Clinic for vein 
stripping, thought to be necessary for persistent 
edema of the leg which occurred on long standing, 
This condition had had an insidious onset in 1951. 
The cutaneous lesions appeared at the age of 10 
years with an abrupt shower of multiple discrete, 
red-purple papules over the knees, elbows, waist- 
line, buttocks, groins, and scrotum. No _ new 
lesions had developed since he was 18 years of 
age, and none of the lesions had changed in size 
or color. 

Examination: Innumerable discrete, macular and 
papular, red-purple lesions were present, some of 
which were hyperkeratotic; the lesions were not 
altered on diascopy. The raised, glistening, and 
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hyperkeratotic papules measured from minute size 
to 2 mm. in diameter. 

Laboratory data: Renal and hepatic function— 
normal. Proteins, A-G ratio and protein electro- 
phoresis—normal. Plasma lipids—normal. Urine 
(July 26, 1955); amount—160; S. G.—1.012; Re- 
action—alkaline; Albumin—Grade II; Occ. hyalin 
casts; Occ. granular casts; RBC—grade I; Pus— 
grade I, 

Biopsy: Specimens from left hip, March 27, 
1955, and right thigh, Sept. 6, 1955, were consistent 
with angiokeratoma corporis diffusum. 

Treatment and course: No change. 
ment. 


No treat- 


Discussion 


Dr. SturE A. M. JoHNson, Madison, Wis.: 
Do the many spider nevi present in this patient 
signify liver involvement? 

Dr. Uno J. Wire, Ann Arbor, Mich.: I’m won- 
dering whether this case could better be described 
as one of angiectases. Over a period of 49 years 
I have seen just three cases of true angiokeratoma, 
and the lesions do not look quite like the lesions 
in this patient here. Ordinarily they occur on the 
exposed surfaces of the hands or knees, frequently 
after exposure to cold, and the most impressive 
part of the picture of angiokeratoma is the asso- 
ciated keratoses. I saw no evidence of keratoses 
in this patient. 

Dr. Hamitton MontcoMeEry, Rochester: Dr. 
Wile many years ago distinguished between angio- 
keratoma Mibelli and Fordyce or Sutton or other 
types of senile ectasias, but the Fabry type of 
angiokeratoma corporis diffusum is associated with 


disturbance, perhaps, in phosphatides; there are ~ 


changes in the veins, and it’s more of a systemic 
disease rather than just a local disturbance. Dr. 
Pittelkow could go into that better than I can, 
but it is a misnomer, for we missed the diagnosis 
in this patient in the beginning, because, like Dr. 
Wile, we couldn’t see any keratotic lesions. So 
the term angiokeratoma corporis diffusum is some- 
what misleading, though some of the lesions, 
microscopically at least, will show varying degrees 
of hyperkeratosis and acanthosis, and simulate 
the microscopic picture of angiokeratoma of Mi- 
belli. 

Dr. ApotpH RosTENBERG JR., Chicago: As Dr. 
Wile pointed out, there is a confusion in the use 
of this diagnostic label. The condition was 
originally described by Mibelli as a generalized 
disorder. Fordyce subsequently presented some 
cases of telangiectases on the scrotum, which, for 
obscure reasons, he called angiokeratomas. His 
Pictures and descriptions have become perpetuated, 
but these senile ectasias have nothing whatsoever 
to do with the original angiokeratoma of Mibelli, 
which, as Dr. Wile pointed out, is often over the 
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knuckles and frequently has a pernio-like aspect. 
More recently, Fabry and the Mayo Clinic group, 
among others, have described generalized telangi- 
ectasias, keratomas with associated systemic mani- 
festations such as kidney damage and possibly 
other visceral alterations. Whether the label “kera- 
toma” is justified for these, | am not competent 
to state; but the condition is more than just an 
ectasia, in view of the fact that there are asso- 
ciated systemic manifestations. Whether these 
arise because of similar vascular alterations in the 
affected viscera, I do not know. It might be 
worthwhile to do some kidney biopsies to determine 
whether similar lesions exist in these organs. 

Dr. Louis H. Wrner, Beverly Hills, Calif. : 
The fatty degeneration of the capillaries of the 
skin, as well as of the veins which were removed 
at stripping, has some resemblance to the fatty 
vacuolization seen along the vessels in Wegner’s 
granuloma (the localized form of pathergic 
granulomatosis). 


Functioning Carcinoid with Metastases. Non- 
toxic Thyroiditis. Neurodermite, Lower Legs. 
Vitiligo. 

Duration: Carcinoid flushing, one and a half 
years; Neurodermite, one year; severe past three 
months since on treatment with Lugol’s solution 
and chlorpromazine. Vitiligo, most of her life. 

Sites: Face, trunk, and extremities—carcinoid. 
Arms and legs—neurodermite. 

History: Daily, recurrent, hot flushing episodes 
for one and a half years, with erythema on above 
sites, lasting 1-4 hours and precipitated by eating 
and being in a hot environment. The lesions are 
pruritic when present. Patient has also had 
attacks of dyspnea and “asthma” over this period. 

Examination: Sharply delineated gyrate and 
diffuse patches of erythematous-purple flushing 
present two hours after her noon meal. Vitiligo 
of back, arms, and abdomen. Erythematous licheni- 
fied excoriated papular and plaque-like dermatitis 
of the legs. Marked palmar and plantar erythema. 

General examination: Blood pressure 172/60. 
Palpable firm irregular goiter. Mature cataract 
of left eye. Liver palpable 1 in. above umbilicus. 
Grade II edema of the feet. 

Laboratory data: May, 1956: Sedimentation rate 
80; thymol turbidity 6 units; cephalin cholesterol 
3+; BSP Grade I (8%). Urine: albumin II, 
sugar I, pus I and positive indoleacetic acid. 
Data re thyroid function indicate Hashimoto’s 
thyroiditis without thyrotoxicosis. Quantitative 
urinalysis for 5-hydroxyindoleacetic acid: before 
surgery varied 9-24 mg/24 hrs.; after surgery, 
11-21 mg/24 hr. (Normal 2-9 mg/24 hr). 

August, 1956: Sedimentation rate 55. Other 
tests returned to normal. 

Treatment and course: Abdominal surgery on 
June 8, 1956, revealed a carcinoid tumor arising 
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in the cardia of the stomach near the esophagus, 
involving both organs. There were liver and retro- 
peritoneal metastases. 

Pathology report: Adenocarcinoma, Grade I, 
carcinoid type. 

The patient made an uneventful recovery from 
surgery and returned to her home. She now 
returns for a recheck of her condition. Her 
appetite has improved; the flushing spells are less 
severe but still present. The past three months, 
while on medication with Thorazine, she has 
noticed an increase in the dermatitis of her legs. 


Discussion ’ 


Dr. ApdoLtPH ROSTENBERG JR., Chicago: My ex- 
cuse for discussing this interesting case is that I 
saw my first case of this a week ago at Hines 
Hospital. I understand this. condition is becoming 
increasingly recognized by the internists, and I 
think it behooves us, as dermatologists, to- become 
aware of it because it is very typical from a 
morphologic and symptomatic point of view. There 
is this cyanotic livid flush, particularly over the 
central area of the face. The patient may have 
lesions elsewhere, but, as I understand it, the 
peculiar cyanotic flushing of the face is charac- 
teristic. Incidentally, there is a good review of 
this condition in the April, 1956, issue of the 
American Journal of Medicine. The carcinoid 
tumor, with its contained chromaffin cells, liberates 
serotonin. Serotonin, by virtue of its effect on the 
blood vessels, causes this peculiar flushing. Also, it 
causes various types of systemic disturbances. 
Some of these patients have respiratory and 
gastrointestinal distress. These are malignant 
tumors, but, as I understand it, they are of a 
rather low degree of malignancy, so that they 
can persist for a considerable period of time. They 
are also operable if recognized early enough. From 
the point of view of the dermatologist, this is 
important, as we might be in a position to be the 
first to make the diagnosis on the basis of the 
characteristic appearance. 

Dr. Ropert R. Kiertanp, Rochester: Actually 
this is a syndrome which was recognized about 
three years ago. It manifests itself in four 
important organ systems—the gastrointestinal 
tract, in which there are borborygmi, abdominal 
pain, explosive diarrhea without blood or pus and 
flatus; the cardiac system, in which always the 
right side of the heart is involved, either as a 
tricuspid regurgitation or as pulmonary valvular 
stenosis. The respiratory tract is involved, par- 
ticularly spasm of the smooth muscle which re- 
sembles bronchial asthma. There is expiratory 
stridor, cyanosis, and dyspnea. Then the cutaneous 
system, which Dr. Rostenberg has just so nicely 
reviewed. This intense flushing is usually post- 
prandial or after some procedures involving the 
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lower bowel, for instance, an enema. 5-Hy- 
droxytryptamine, which is a synonym for serotonin 
(in the urine it is measured as 5-hydroxyindole- 
acetic acid), is the metabolic product producing 
symptoms. And these symptoms are thought to be 
due purely to the metastases of the carcinoid, 
However, we have had one patient whose function- 
ing carcinoid arose in a keratoma involving the 
left ovary. There was no gastrointestinal or liver 
involvement, whatsoever, so that at least one 
patient seems to show that symptoms are _ not 
necessarily due to the metastases. But it is a 
syndrome, as Dr. Rostenberg suggested, that is 
receiving more and more recognition and we, as 
dermatologists, may help the internists on occa- 
sion when we recognize this peculiar cyanotic in- 
tense flushing mechanism. 


Mycosis Fungoides: Duration 51 Years; Gen- 
eralized Plaques. 
Discussion 
Dr. SaMuEeL M. BLiuerars, Chicago: This is 


an unusual and interesting case. The onset 
of mycosis fungoides at 17 years of age is not 


‘common, and when a lymphomatous disease does 


appear at an early age it is usually found to be 
Hodgkin’s disease or the “d’emblee” type of 
lymphosarcoma. The occurrence of the primary 
cutaneous lesion on the thigh, 10 years before the 
appearance of the generalized eruption, is another 
unusual feature of this case. Although primary 
lesions occur in pemphigus, syphilis, and other 
diseases, the fact that they also may occur in 
mycosis fungoides is not usually mentioned in 
textbooks. The occurrence of carcinoma and 
mycosis fungoides is very infrequent since there 
are only about a dozen reports of this association 
in the literature. Most of the cases having this 
association present poikiloderma-like features. 
Dermatomyositis is frequently associated with 
carcinoma, particularly when poikiloderma is 
present. This appears to be an analagous situation 
in mycosis fungoides and the presence of poikilo- 
derma-like features should cause one to be on 
the lookout for an underlying carcinoma. Although 
this patient has had mycosis fungoides for 51 
years, his only therapy has consisted of superficial 
roentgen rays when indicated. My Chicago col- 
leagues and those at the Cook County Hospital 
are of the opinion that the newer drugs, such as 
the mustards and triethylene melamine (TEM), 
are too toxic for the treatment of mycosis 
fungoides, and we are returning to ultraviolet 
light and superficial roentgenotherapy. It should 
be remembered that the usual course of mycosis 
fungoides is from 10 to 20 years. The disease 1s 
slowly progressive, and many patients live at least 
20 years, some longer. Therefore, the treatment 
of mycosis fungoides should be conservative. 
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Dr. T. B. Firzparricx, Portland, Ore.: I 
should like to underline Dr. Bluefarb’s comments 
about the efficacy of ultraviolet light treatment 
in patients with early mycosis fungoides. I have 
under my care at the present time two patients 
with mycosis fungoides in the infiltrative stage 
who are maintained in remission with ultraviolet 
light treatments. One of the patients, a young 
woman, in whom the diagnosis was confirmed by 
Dr. Montgomery, has noted an almost complete 
disappearance of lesions during three successive 
summers while receiving daily solar radiation at 
6000 feet above sea level in a lookout tower in 
southern Oregon. In the winter she uses a carbon 
arc lamp with moderately good results. In the 
three years since her diagnosis was established, 
I believe that her skin lesions have been kept 
under control with natural and artificial ultraviolet 
as well as they could have been with roentgen 
ray therapy. 

Dr. HERMANN Pinkus, Monroe, Mich.: I also 
rise to support Dr. Bluefarb’s suggestion of not 
treating this patient too strenuously. We have a 
somewhat similar case at Receiving Hospital in 
Detroit. This is a Negro woman, now 68 years 
old, who has a history of -skin lesions of 40 years’ 
duration, and we have had biopsies showing 
lymphoblastoma as far back as 1939. She never 
developed, until the last few years, really in- 
filtrated plaques, but always only a superficial type 
of almost eczematous-looking plaque, which ex- 
tended peripherally and then gradually faded. She 
had practically no treatment until about five: years 
ago, when we had to give her some mild x-ray 
treatment for increased itching and increased infil- 


tration of the skin. This patient developed carci- . 


noma of the breast and was operated on for it five 
years ago. She is now in good general health, al- 
though she had some skin metastases from the car- 
cinoma of the breast. These were treated by 
excision. If a patient shows such good natural 
defense against his malignancy I should be afraid 
to interfere with that equilibrium by treating him 
too strenuously. I would ask Dr. Montgomery 
about another point. In this case, and also in our 
case in Detroit, there is an unusual tendency of the 
lymphomatous cells to migrate into the epidermis; 
some sections show as many cells in the epidermis 
as there are in the upper corium. I wonder if 
this epidermotropism of malignant cells is not 
something which somehow stimulates defense 
mechanisms in the body, or to state it more 
conservatively, whether epidermotropic lympho- 
blastoma may have a more prolonged course, just 
as we see in Paget’s disease that an epidermotropic 
carcinoma can stay in the epidermis for many 
years without progressing to an invasive stage. 
Dr. HAMILTON MontGoMeRY, Rochester: In 
regard to involvement in 
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the epidermotropic 








mycosis fungoides, a certain degree of migration 
of lymphomatous cells into the epidermis is almost 
invariably seen with or without the development of 


microabscesses of Pautrier. In answer to Dr. 
Pinkus, I do not believe that epidermotropism of 
malignant cells is something that stimulates de- 
fense mechanisms in the body because the greatest 
degree of involvement of the epidermis in mycosis 
fungoides that I have seen has occurred in patients 
in whom there was a rapid and fatal outcome. 
The histopathologic picture of the patient shown 
today, however, has been practically the same from 
the time of the first biopsy in 1937 to the last 
one in 1956. 


Lupus Erythematosus, Systemic? 
Discussion 


Dr. Louts A. Brunstinc, Rochester: This man 
now shows a mild form of systemic lupus 
erythematosus. When first seen several months 
ago, he was admitted to the hospital in a state of 
emergency with high fever and a_ generalized 
bullous reaction, an acute toxic affair. We sus- 
pected some form of allergic sensitivity or poison- 
ing. The bullae were subepidermal, and no 
acantholysis was demonstrated. Under treatment 
with large doses of steroids, oxygen, and penicil- 
lin, the acute phase of the reaction subsided. A 
peculiar bilateral footdrop of unknown origin 
developed. Gradually the present picture of super- 
ficial lesions appeared widespread over the trunk 
and extremities, which gives the characteristic 
microscopic picture of lupus erythematosus. All 
the while the LE clot test has been negative, but 
the sedimentation rate of the erythrocytes remains 
over 100 mm. in one hour. Occasional episodes of 
phlebitis over the extremities have appeared. The 
patient is now receiving chloroquine and is show- 
ing a gradual improvement. 


Congenital Telangiectasia of the Face; Ichthy- 
osiform Erythroderma?; Mild Pituitary 
Dwarfism (Levi-Loraine Type). 

Duration: Lifelong. 

Sites: Face, lips, and hands. 

History: A redness appeared over the nose in 
earliest infancy and spread gradually over the 
cheeks toward the ears, resembling at first a 
nevus flammeus or discoid lupus erythematosus. 
Telangiectasias centered the face, forehead, chin, 
and lips and have persisted since. The condition is 
aggravated by exposure to sun, especially on the 
lips, where exfoliative cheilitis appears. The skin 
of the dorsum of the hands is rough. Scattered 
lichenoid discs appeared off and on during the 
first 10 years of life on the dorsum of the hands 
and the bridge of the nose, and they appear 
especially with exposure to sun. At the age of 
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3 years, the patient was of the stature of a 1- 
year-old. At 22, he is 59 in. tall and weighs 121 Ib. 

Examination: Physical condition is good except 
for his small stature. The hands and feet are 
stubby, and the skin on the dorsum of the hands 
is dry, and the linear creases are exaggerated. 
There are diffuse telangiectasias of the central 
part of the face, particularly over the nose and 
lips, involving the forehead, chin, and cheeks to- 
ward the ears. 

Biopsy: Specimen taken from a discrete lesion 
on the dorsum of the hand in 1936 is consistent. 
Features of congenital ichthyosiform erythroderma 
are present. 


Discussion 


Dr. ApDoLPH ROSTENBERG JR., Chicago: George 
Eliot once said, “Praise be to the Lord for the 
man who, having nothing to say, refrains from 
giving wordy evidence of it.” I am going to vio- 
late that precept. I think there is a tendency 
among physicians when they reach 50 to philos- 
ophize a bit. Early in one’s dermatologic life 
there is a tendency to divide conditions into fine 
little categories. Later on, you think that is 
nonsense and start lumping them together again. 
I think a lot of the conditions that we give 
individual morphologic labels to probably really 
don’t warrant them. Now, I don’t know what this 
congenital telangiectasia is, and I don’t think this 
man really is enough of a dwarf to fit into 
the Levi-Loraine group. He did, though, seem to 
have some reticulated, poikiloderma-like lesions. 
There is a condition that you are all familiar with, 
which has been described under the name of 
poikiloderma congenitale of Thomson. I believe 
this man could have that condition. It started when 
he was about 3 years of age. It is true that no 
other members of his family have the condition, 
and, while it would add to the evidence if they 
did, I don’t think it argues particularly against it 
that they don’t. He comes from Port Arthur, 
Canada. Some of you will recall that a couple of 
years ago at the Academy there was an excellent 
discussion of poikiloderma congenitale, by Dr. 
Sexton, who found an endemic focus of poikilo- 
derma congenitale in Canada. The patient comes 
from Canada. It would be interesting to see if 
he is related to the families described by Dr. 
Sexton. 

Dr. Barton L. Lewis, Colorado Springs: I 
should like to discuss a patient of mine who lives 
in a small community in Colorado. He is a 
dwarf of the Levi-Loraine type and at first glance 
appears to have chronic discoid lupus erythe- 
matosus of the central face. On closer inspection, 
it is noted that the most prominent alteration 
is telangiectasia, although he also presents ery- 
thema and scaling. His parents feel that this 
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picture and a marked sun sensitivity developed 
at age 7 months. The patient developed a 
pathologic change in the lips which has persisted 
from age 3 years. This has consisted of silvery 
scaling, recurrent denudation and crusting. He is 
now age 20, is 57 in. tall and weighs 73 lb. For 
the past 18 months he has developed erythematous 
plaques with silvery scaling on the forearms after 
exposure to sunlight. These are clinically and 
histologically a polymorphous eruption and respond 
to antimalarials. 

The trunk shows a macular hyperpigmentation 
with many cafe-au-lait spots. It is of interest 
that the patient was a twin, the other child being 
female and born dead. There was no parental 
consanguinity. The almost identical appearance of 
my patient with that of the case presented today 
and the two described by Dr. David Bloom was 
made more striking by their pinched facies and 
high-pitched voices. 

Dr. HERMANN Pinkus, Monroe, Mich.: The 
cases of congenital poikiloderma to which Dr. 
Rostenberg referred were collected by Dr. George 
Sexton of London, Ont. He presented two of 
the children to the Detroit Dermatological Society, 
and I also saw the Kodachrome views of his other 
cases. I am sorry to disagree, but I see little 
resemblance between the case presented here and ° 
Dr. Sexton’s patients. 

Dr. Morris WAISMAN, Tampa, Fla.: I hoped 
to hear some comment about the lesions of the 
axillae and on the backs of the hands and fingers 
that looked like acanthosis nigricans. Some time 
ago I reported a case of benign acanthosis nigricans 
(South. M. J. 46:162-169 [Feb.] 1953), with the 
peculiar accompaniment of keratoderma of the 
palms and soles and ichthyosis-like changes over 
the extremities. Dr. Helen Curth had the op- 
portunity of examining the patient at a later date 
and concluded that the disease was probably not 
true acanthosis nigricans, but that it was either 
an unusual type of ichthyosis, or a combination of 
ichthyosis and acanthosis nigricans, or an unusual 
form of epithelial nevus. Perhaps there are four, 
rather than three, types of acanthosis nigricans: 
the benign, the malignant, the “pseudo,” and an 
epithelial nevus resembling acanthosis nigricans, 

Dr. Hamitton MontcoMeEry, Rochester: Gans 
emphasized that in ichthyosis one doesn’t have any 
granular layer; in ichthyosiform erythroderma 
one has a granular layer histologically, and the 
picture may closely resemble that of psoriasis, 
and occasionally resemble more that of a neuroder- 
matitis. As to this patient that we presented, it 
was questionable whether he was a dwarf. He 
wasn’t recognized as a dwarf when he was here 
in 1936 in the Pediatrics Section, but they had 
taken measurements at that time and the bones 
were at the lower limits of their length. He 
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almost fell into the dwarf category. The lesions 
on the backs of the hands aren’t there any more. 


Dystrophic Epidermolysis Bullosa. 
Discussion 


Dr. Frank MeEtton, Fargo, N. Dak.: Before 
I start discussion on this case, I should like to 
give you a progress report on two cases that 
were presented before the society about two 
years ago, because they are similar cases and 
are pertinent to this discussion. These were 
two brothers, 19 and 30 years old, who had 
lesions similar to the ones that this child has, 
with an additional interesting feature in that 
the hands were enceased in a mitt of scar 
tissue. There was a history of an uncle who 
had a similar type of deformity and whose 
hand had been removed, with very poor healing 
afterwards. The older boy also had a very painful 
keratotic lesion on his thumb which had _ been 
removed several times, subjected to biopsy, and 
showed hyperkeratosis, but which had continued 
to grow. At that meeting it was decided that 
something would have to be done, even though 
the question of healing was involved, and the 
hand was amputated at the University of Minne- 
sota. I saw the patient recently and he has had 
excellent healing. 

Then I became interested in this problem of 
the healing after surgery. Dr. Kitlowski at Balti- 
more reported a case of an 11-year-old child with 
a similar deformity in which he surgically sep- 
arated these fingers. I wrote him, and he said 
that he hadn’t seen the child subsequently but 
had talked to the mother. She said there was no 
problem of healing, but that the scarring had re- 
curred. Others have also reported healing after 
surgery. In view of this, I think in the future 
management of this child, there are several things 
to keep in mind. First, I think that when there 
are bullae or infections of the fingers, the fingers 
should be kept separate so that they will heal 
without becoming attached to each other. Secondly, 
I think that if you have a similar case requiring 
surgery, it is encouraging to know that healing 
has’ occurred in previous cases. Thirdly, I think 
that when the child becomes older and may engage 
in some activity where there is going to be some 
pressure involving the hands and feet, mitts of 
foam rubber and foam rubber padding in the 
shoes should be tried. 

Dr. Sture A. M. JoHNson, Madison, Wis. : 
Genetically it is difficult to classify the problem 
that exists. It becomes important, however, to 
the parents to know whether further offspring 
might have the same condition. This one cannot 
prognosticate. For instance, I have studied a 
family with six children in which the third and 
fourth, both girls, have the dystrophic type of the 
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disease while the rest of the sibs are normal as 
well as all relatives that we have been able to 
contact. The parents of these two children are 
cousins. This extensive disease does not prevent 
surgery being performed since healing seems to be 
good. We have a man who had his arm removed 
because of an extensive malignant growth of the 
hand, and excellent healing occurred. Maybe we 
have been too hesitant in asking the plastic sur- 
geon to remove debilitating scars like the webbing 
which forms between the fingers and the claw-like 
deformity seen in the hands and feet. 


I have had ample opportunity over several 
years to try many medications in the two sisters. 
Steroids orally and topically have not altered the 
condition in either child. Mycostatin has been 
used orally in both children because of the pres- 
ence of Candida albicans infection in the mouth. 
I note that as these two children grow older the 
tendency to develop blisters is less noticeable. 
Recently one of the girls had several teeth ex- 
tracted because of gingival change without any 
complications. The blood count in both children 
shows anemia of a nutritional type due to the 
fact that both have difficulty in eating. I have 
nothing to suggest in the way of therapy other 
than to treat patients with this condition sympto- 
matically. 

Dr. A. FLETCHER HALL, Santa Monica, Calif.: 
On one of Dr. John Belisario’s trips to Los 
Angeles, that walking compendium of therapy 
suggested the use of sodium citrate in rather large 
doses in the treatment, that is, by mouth, of 
epidermolysis bullosa of the acquired type, and I 
have had occasion to use it in two such cases with 
rather surprising and very satisfactory results. 
I have not had occasion to try -it in the dystrophic 
type of epidermolysis bullosa, but since it is quite 
harmless drug, it certainly would merit a trial 
unless someone has had some experience to the 
contrary. 


Solar Urticaria. 


Discussion 

Dr. AboLtpH RosTENBERG, JR., Chicago: I’m 
sure we all agree that this is a very fine example 
of what is labeled solar urticaria. I don’t think 
there can be any question about that. Dr. John 
Epstein demonstrated which fraction of the spec- 
trum the patient was sensitive to..I should like 
to say a few brief words about the general 
concept of physical allergies. I think that it is 
worth mentioning that the whole concept of phys- 
ical allergy is a very poorly established one, from 
the point of view of these manifestations being 
allergic in the sense that a hive from penicillin 
is allergic. One could go into long argument 
concerning just what one means by allergy. Now, 
if one means by allergy some form of altered 
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reactivity, based on the development ef an anti- 
body, which may either be intracellular or extra- 
cellular, to an antigen, there is practically zero 
evidence for labeling any of these solar urticarias 
or allied manifestations as allergies. It was sug- 
gested, I believe by the Jadassohn school, that 
under certain physical stimuli, in this case certain 
wave lengths of light, the body protein changes 
enough so that the host then regards this altered 
protein as an alien protein and manufactures some 
sort of antibody to it. While this is theoretically 
conceptual; yet no one has ever isolated such a 
protein, In the case of the cold urticarias, the 
same hypothesis is the theoretical basis. 

This explanation becomes highly fantastic when 
it is realized that some of those cases break out 
when going, say, from an environment of 70 F 
to 60 F, or, say, from 60 F to 50 F. It is pre- 
posterous to me to believe .that such trivial en- 
vironmental change can cause significant altera- 
tions in the body’s proteins so that they are 
treated as aliens. Now, it is true that in some 
so-called physical allergies there is a passive 
transfer, as I understand there was in this case. 
This in no way proves you have transferred an 
antibody. Actually, nobody has ever identified 
the nature of this transferring substance chemi- 
cally. It would be worth while to fractionate 
this serum to see whether or not it is even in a 
protein fraction; and, if it is in a protein fraction, 
which particular protein fraction. To sum up, I 
believe that most of the so-called “physical aller- 
gies” should not be so labeled. I think the majority 
of them are examples of some abnormal met- 
abolic(?) trait in the individual which yields 
the deviate response. I, for one, would prefer to 
drop the word “allergy” as far as these mani- 
festations are concerned. 

Dr. A. FLETCHER HALL, Santa Monica, Calif.: 
I am particularly interested in the demonstration 
of the wavelength band that is responsible for the 
urticarial response in this case. It is just above 
the wavelength band that includes the sunburn 
spectrum and includes or overlaps the wavelength 
band that I believe to be responsible for flare-ups 
of lupus erythematosus. Just as the usual sun- 
screening ointments of the invisible type (vanishing 
cream) do not seem to protect lupus erythematosus, 
I don’t believe that such invisible sun screens 
protect against solar urticaria. But, strangely 
enough, p-aminobenzoic acid, taken internally in 
large doses, very often does give these people 
protection in some degree. It may not be 100% 
protective but I have several patients who take 
p-aminobenzoic acid in doses of about 4 to 6 gm. 
daily, when adult, take it all summer, and find 
that they get almost complete protection from 
solar urticaria of this type. 
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Dr. T. B. Fitzpatrick, Portland, Ore.: This 
is an excellent example of solar urticaria caused 
by action spectra of light of less than 3700 A. 
This type of solar urticaria should be distinguished 
from urticaria resulting from exposure to the 
blue-violet portion of the spectrum (4000-5000A.). 
Urticaria elicited by bands less than 3700 A. can 
be reproduced in a normal subject by passively 
transferring serum from the patient with solar 
urticaria. This phenomenon was beautifully dem- 
onstrated in this patient by Dr. Epstein. 

One of the previous discussers commented on 
the nature of the photosensitizing agent in the 
serum. Dr. Peter Beal, while in Rothman’s 
laboratory, reported an excellent study of two 
patients with solar urticaria caused by spectra 
less than 3700 A., in which he showed that the 
photosensitizing agent was nondialyzable through 
a semipermeable membrane. Therefore, it is 
likely that it is a protein or a photodynamically 
active molecule coupled to a protein. Although 
Beal demonstrated the heat ability and the lability 
of the photosensitizing agent when stored in the 
cold for one week, he did not carry out a com- 
prehensive study of the chemical nature of the 
agent. A complete study of the photosensitizing 
agent should be made, including the absorption 
spectrum, chromatographic studies, etc. 

Dr. Joun H. Epste1n, Rochester: As Dr. Fitz- 
patrick has pointed out, the problem of solar 
urticaria is divided.into two categories; (a) that 
which is produced by wavelengths shorter than 
3700 A. and (b) that which is produced by 
wavelengths longer than 37,000 A. This latter 
type may even show sensitivity to rays longer than 
7,000 A. Though the lesions are indistinguishable 
clinically, they appear to represent somewhat 
different processes since passive transfer of this 
sensitivity is, as a rule, only possible in the 
short wavelength group. Our patient belongs to 
the type who are sensitive to these shorter rays. 
The treatment of this problem has to date been of 
little aid. As Dr. Fitzpatrick has stated, the sun 
screens that will protect these people are gener- 
ally not cosmetically acceptable. Recently Porter 
in England (Brit. J. Dermat. 66:417-428 [Dec.] 
1954) and Baer in this country have had some 
success with chloroquine. We are going to try 
this medication in our patient. 

Urticaria Pi 

Lupus vy thenbatnous? 

Dermatitis Medicumentosa, Fixed Type. Lichenoid Reae- 
tion to Quinidine. 

Lichen Planus(?), Abdomen. 

Dermatomyositis (1936). Adrenal Gland Hyperplasia with 
Cushing’s Syndrome and Diabetes Mellitus, Grade 3s 
(1942). 

Chronic Herpetiform Plaques of the Face (Benign Pem- 


phigoid? 
Reticulohistioeytoma. 
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PHILADELPHIA DERMATOLOGICAL SOCIETY 


George E. Pfahler, M.D., Chairman + 
James M. Flood, M.D., Secretary 


Oct. 19, 1956 


1. Follicular Hyperplasia and Acneiform Re- 
sponse in a Five-Year-Old Child of at Least 
Three Years’ Duration. 2. Gynecomastia and 
Pigmentary Changes of the Breast and Navel 
of Three Weeks’ Duration. Presented by 
Dr. JoHN P. Scutty, Reading. 


A white boy, aged 5 years, was first seen on 
Aug. 22, 1955, with a peculiar follicular hyper- 
plasia and papulopustules of the anterior trunk, 
said to have been present for two years. At this 
time there “was evidence of associated miliaria. 
An office visit on Sept. 13, 1955, after 25,000 
units of Aquasol A, t. i. d. plus simple local 
therapy with Carbowax and pHisoHex cleansing, 
indicated improvement of the miliaria but per- 
sistence of the acneiform response and the follic- 
ular hyperplasia. 

The patient continued on 25,000 units of Aquasol 
A, t. i. d. for a total of three months with 
perhaps 50% improvement. The patient was not 
seen during the early months of 1956, but again 
reported in the late summer of. 1956 with marked 
worsening of the process and papulopustules stud- 
ding the anterior aspect of the chest wall. He was 
placed on Aquasol A therapy again in September, 
1956, 25,000 units, t. i. d. He reported on Oct. 
12, 1956, with the eruption unchanged and the 
presence of bilateral gynecomastia and hyper pig- 
mentation of the areola of the breast tissue and 
the navel, which were newly developed. The 
Aquasol A has been discontinued. The total 
duration of recent vitamin A therapy is eight 
weeks. 


Discussion 


Dr. Louis D. Horrstern: It seems to me that 
it would take a biopsy to diagnose this properly. 

Dr. H. H. PertmMan: I should consider the 
possibility of melanoma. There is a lot of hy- 
perpigmentation in the areola of the nipples. One 
would suspect also a tumor of the adrenals or an 
endotheliosis—not Letterer-Siwe disease. 

Dr. Carrott F. Burcoon Jr.: I think the com- 
bination of sebaceous activity with the hyperpig- 
mentation and the nodularity of the breasts is 
Strongly suggestive of some sort of steroid stimu- 
lation. I think this youngster should have a 
thorough endocrine work-up. I do not think 
biopsy is actually necessary. 

Dr. Joun P. Scutty, Reading: I, too, am 
impressed by the endocrine potentiality of this 
case. Quite obviously there has been some pres- 


+ Dr. Pfahler died Jan. 29, 1957. 
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sure on the pilosebaceous glands since the second 
year of life. The fact that suddenly we have 
evidence of changes in the breast such as we see 
in some adolescent boys at 13 or 14 in conjunction 
with development of their acne, would suggest 
adrenal pressure of some sort, possibly androgenic 
in origin. There is no enlargement of the genitalia 
or precocious virilism. 


A Case for Diagnosis: Granulomatosis(?) Pre- 
sented by Dr. Carrot, F. Burcoon Jr. 

A white man, aged 47, presented scattered 
papular and nodular, flesh-colored, pearly lesions 
over the dorsal lateral portion of the second right 
and second left fingers. In addition, there were 
a group of four papular lesions over the dorsum 
of the left second metacarpal interphalangeal 
joint. The papules were characterized by a central 
depression and an adherent scale in the central 
portion of the lesion. There were no other signif- 
icant cutaneous lesions. The epitrochlear and 
axillary lymph nodes were not palpable. 

The patient first observed asymptomatic papular 
lesions on the right forefinger three years ago 
while serving in the United States Armed Forces 
within the limits of continental United States. 
Since then additional lesions have appeared, with 
the most recent ones appearing within the last 
year on the distal dorsal head of the second left 
metacarpal. 


Sabouraud’s culture gave negative results. A 
biopsy specimen was taken in the Army and 
sent to the Armed Forces Institute of Pathology, 
but no report was ever received. 

A report on a biopsy specimen was as follows: 
“The sections revealed a dense collagenous 
connective tissue proliferation in the dermis. 
This collagen surrounded numerous proliferating 
capillaries which were in turn associated with 
a round cell perivascular zone. There was one 
area composed of necrosis of the caseous type. 
Associated with this there were congealed al- 
buminous debris and numerous macrophages, 
lymphocytes, and an occasional polymorphonuclear 
leukocyte. A rare multinucleated giant cell was 
seen. The appearance was one of an infectious 
or foreign-body granuloma. However, acid-fast 
and P. A. S. stains failed to reveal specific 
organisms and no definite foreign material was 
seen. Diagnosis: Focal chronic inflammation with 
caseation necrosis and granulomatous reaction, skin 
of finger.” 

From Sept. 6, 1956, to time of presentation the 
patient has been treated with isonicotinic. acid 
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hydrazide, 300 mg. a day, with no effect. Roentgen 
rays (1000 r, 60 kv, HVL 0.8 mm. Al) to a 
single lesion on the distal dorsal portion of the 
second finger of the left hand produced approxi- 
mately 30% to 50% decrease in size. 


Discussion 


Dr. Meyer L. NIEDELMAN: Whenever the 
patient sees a small “vesicle,” he tries to get the 
contents out by squeezing it, and has been doing 
this constantly since he had this original eruption. 
I definitely feel there is a factitial element here, 
possibly in addition to the underlying pathology. 

Dr. Louis D. Horrstein: I think it is a 
foreign-body granuloma of some sort. It is on 
the trigger finger, and he says he has not fired 
a pistol, but he may have got something in there. 

Dr. Carrott F. Burcoon: Jr.: The lesions as 
seen tonight are a bit different from what they 
were originally. When I first saw him he had 
a pearly, papular lesion with a central dell and 
scale in the center, suggestive of molluscum con- 
tagiosum. We have written to try to find out 
what happened to the original sections made while 
he was in the Army. He was given isonico- 
tinic acid hydrazide because of the possibility that 
this might be tuberculosis, and if it cleared up, 
we might assume that it might be. 

Dr. J. M. Scuitpkravut, Trenton, N. J.: The 
condition had a chilblain appearance, sort of pur- 
plish, and some of the lesions are necrotic. I think 
we should consider papulonecrotic tuberculids, 

Dr. JoHn P. Scutty, Reading: I inquired about 
some of his activities as a guard. After several 
riots he had to sweep up broken glass. This was 
during a time when fluorescent tubes contained 
beryllium, and it is possible that he might have 
got some beryllium in his finger from picking 
up broken glass. 

Dr. Carrott F. Burcoon Jr.: His guarding 
days in the Eastern Penitentiary followed the de- 
velopment of these lesions, which first appeared 


while he was in the Army. Incidentally, he raises 


roses, which brought up other possibilities. 

Dr. JAMES M. Ftoop, Sayre: He told me he 
cleared up while he was in the Army. 

Dr. Carrott F. Burcoon Jr.: He told me that, 
but on more careful questioning, it developed that 
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Generalized Scleroderma. Presented by 
Hersert A, LUSCOMBE. 
A white man, aged 48, well-developed, well- 
nourished, not acutely ill, for 25 years has had a 
recurrent rash and itching on the backs of the 
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the condition has never cleared. Actually, he has 
got new lesions; the ones over the dorsal distal 
head of the second metacarpal are new lesions, 
Actually, some lesions have disappeared after 
punch biopsy. 

Dr. MarsHALL B. Guturie: I think there is 
some factitial element here. I saw a similar case 
following repeated applications of lighted ciga- 


Tettes. 


Dr. Apert M. KLiGMAN: Could it be con- 
sidered a chronic type of granuloma annulare? 

Dr. Carrott F. Burcoon Jr.: That occurred to 
me originally, but I have done a fair-sized biopsy 
and removed the whole lesion. 

Dr. BENJAMIN F. Gross: If you take the whole 
lesion, you remove the foreign body and it clears 


up. 
Dr. Carrott F. Burcoon Jr.: No foreign body 

was found in the sections. 

Osteoma Cutis. Presented by Dr. RAyMoND KRAIN. 

A Case for Diagnosis: Porphyria, Cutanea Tarda Type? 
Presented by Dr. Carrott F. Burcoon Jr. and (by 
invitation) Carr. J. H. Locxwoop (MC), U. S. N. 

Epidermolysis Bullosa. Presented by Dr. Carrott F. Bur- 
Goon Jr. and (by invitation) Dr. GrorcE EMMANUEL- 
IDES. 

Cutaneous Papillomatosis, Confluent and _ Reticulated 
Variety (Gougerot and Carteaud). Presented by Dr. 
Carrot. F. Burcoon Jr. and (by invitation) Capt, 
J. H. Locxwoop. * 

Kaposi’s Idiopathic H 8 Presented by 
Dr. Lovts Jarre and (by invitation) Dr. R. K. 
GLockEr and Dr. J. Marron. 

Linear Morphea: Response to Chloroquine. Presented by 
Dr. Carrott F. Burcoon Jr. and (by invitation) 
Cart. J. H. Locxwoop. 

Keratosis Pilaris. Presented for therapeutic suggestions 
by Dr. Carrot: F. Burcoon Jr. and (by invitation) 
Cart. J. H. Locxwoop. 

Lupus Erythematosus Profundus. Presented by Dr. Car- 
ROLL F, Burcoon Jr. 

Medial Ridging of Thumbnails, P. d S dary to 
oO Prolif. i of Bone Beneath Growth Centers 

Dr. 
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of the Nails. Presented by Joun P. Scvutty, 


Reading. 
Multiple Benign Cystic Epithelioma. Presented by Dr. 
Dorotny R. Lynn. 
A ah 4 WNicei 


Presented by Dr. Carroit F. Bur- 





GOON Jr. 
Leukoderma Acquisitum Centrifugum (Halo Nevus, Perine- 
void Vitiligo). Presented by Dr. Carrot, F, Bur- 
GOON Jr. and Dr. Lestre NIcHOLAs. 
i ibed Myxed Presented by Dr. Carrort F, 
Burcoon Jr. and Dr. Lestiz NicHoras. 
A Case for Diagnosis. Presented by Dr. Joun. P. Scutty, 
Reading. 
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forearms, the shins, and the back of the neck. In 
April, 1954, he ~woke one morning with stiffness 
of the joints and swelling. This persisted for 8 
to 10 weeks, then disappeared. In February, 1956, 
he noted swelling of the hands. Over the next few 
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months he developed a gradual stiffness of the 
hands and feet and changes in the skin of the face 
and trunk. He has some difficulty in swallowing 
and has lost 29 lb. in weight. The patient’s facial 
expression is rather fixed; the skin is firm, waxy, 
and shows loss of elasticity. The hands are held 
in partial flexion. There is generalized thickening 
of the skin of the hands and wrists, with loss of 
normal wrinkles. The knuckles are blanched. 
There are scattered crusts over the fingers, espe- 
cially the distal end of the right third finger. The 
skin of the toes and lower part of the leg is 
similarly thickened. 

The patient worked in the hard coal mines for 
13 years prior to 1938; he stopped because of 
coughing and wheezing. 

Medical examination disclosed fine rales at the 
base of the right lung. 

A blood count revealed 14.1 gm. hemoglobin, 
per 100 cc., 8900 leukocytes, 72% polymorphonu- 
clear leukocytes, 20% monocytes, 3% eosinophils, 
1% basophils. The urinalysis showed a trace of 
calcium but was otherwise within normal limits. 
The serum calcium was 9.1 mg. per 100 cc.; phos- 
phorus, 4.6 mg. The fasting blood sugar was 92 
mg. per 100 cc. The serologic tests for syphilis 
were nonreactive. A roentgenogram of the chest 
showed a spotty infiltration throughout both lungs. 
Swallowing function was unimpaired. The skull 
showed no bony changes but some calcification 
just anterior to the pineal body. 

The report on the biopsy specimen, Nov. 2, 
1956, showed marked increase in connective tissue 
in the corium, with atrophy of the skin appendages 
and flattening of overlying epidermis. Diagnosis: 
Scleroderma. : 

The patient has been treated with cortisone 
orally, and with Hytakerol, without beneficial 
result. 


Discussion 


Dr. A. Strauss: Has anybody tried the anti- 
malarial drugs on this condition? I have had 
experience only with a very much severer case, 
with necrosis of the joints, and it cleared up very 
quickly under Aralen (chloroquine) therapy. Not 
only did the lesions clear up, but the patient has 
been able to get out of the chair herself rather 
than being lifted. 

Dr. Hersert M. Leavitt, Easton: I have had 
some patients with acrosclerosis with multiple 
ulcerations of the extremities and quite marked 
sclerodermatous changes who responded to chlor- 
oquine along with some of the vasodilating drugs. 
But I feel that chloroquine was most responsible 
for the improvement. 

Dr. James M. Foon, Sayre: I think this is the 
type of case in which Dr. O’Leary warned us 
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against using cortisone, as many of the patients 
developed coronary disease and died shortly after 
starting treatment. My experience with chloroquine 
in localized scleroderma has not been as. good as 
with bismuth. 


Pseudoacanthosis Nigricans. Presented by 
Dr. Harotp L. Cotsurn, Camden, N. J. 


A white woman, aged 29, presented verrucous, 
hyperpigmented lesions of the inguinal creases 
and axillae, hyperpigmented patches at the angles 
of the mouth on the mucosal surfaces, and some- 
what thickened and possibly lichenified hyperpig- 
mented patches on the abdomen and back. The 
right nipple and areola were hyperpigmented. A 
darkly pigmented eruption appeared in the inguinal 
regions four years ago. A similar involvement of 
the axillae and angles of the mouth occurred 
later. Hyperpigmentation of the right nipple and 
patchy pigmentation on the abdomen and back also 
developed. Itching occurs when the patient is 
under emotional strain. The patient has been 
treated for nervousness. The menstrual history 
is normal. 

Blood pressure was 120/80. There was hyper- 
pigmentation around the disc of the right fundus. 
The physical examination was otherwise negative. 

A roentgenogram of the chest, gastrointestinal 
series, barium enema, complete blood count, post- 
prandial blood sugar, urinalysis, and serologic tests 
for syphilis were all negative or within normal 
limits. 

A report on the biopsy specimen from the left 
axilla (March 14, 1956) was seborrheic verruca 
(pseudoacanthosis nigricans or epithelial nevus). — 
Dr. Herman Beerman. 

The patient has been treated with reserpine, 
1% prednisolone ointment, and weight reduction 
advised, with relief of itching and perhaps slight 
involution of the lesions. 


Discussion 


Dr. Joun E. GerMan, Reading: Why call this 
“pseudo” acanthosis nigricans? 

Dr. Harotp L. Corsurn, Camden, N. J.: The 
diagnosis is a sort of hopeful one. The patient 
has had this for almost five years now and she 
continues to be well; that is the main thing to 
support the thought that this is pseudoacanthosis 
nigricans. 

Dr. JoHN E. GERMAN, Reading: There are two 
variants of acanthosis nigricans, the juvenile and 
the adult. 

Dr. Harotp L. Cotsurn, Camden, N. J.: Does 
not the juvenile occur in children usually? 

Dr. Apert M. KLiGMAN: The presence of 
lesions outside the intertriginous areas favors the 
malignant type. 
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Dr. WALTER B. SHELLEY: I feel that an ex- 
ploratory laparotomy is indicated. I consider the 
patient as having the classical acanthosis nigricans. 

Dr. GeorceE E. PFAHLER: What would be ac- 
complished if you did an exploratory operation, 
and what would be the subsequent result? 

Dr. Water B. SHELLEY: One might detect 
malignancy in the earlier part of the career, and 
that tissue could be removed. I feel that acantho- 
sis nigricans is a dermatologic clue that helps 
the surgeon. In this particular case there may be 
a malignancy present which we should do every- 
thing we can to discover. 

Dr. Harotp L. Cotsurn, Camden, N. J.: This 
patient was admitted to the Diagnostic Clinic of 
the University of Pennsylvania, and various ex- 
aminations were completed, mostly limited to the 
gastrointestinal tract. These were all negative, 
and one of the reasons for presenting her is to 
determine how often such studies should be re- 
peated; and of course one must decide whether an 
exploratory laparotomy is warranted. 

Dr. GeorGe E. PFAHLER: What part of the 
abdomen? 

Dr. Harotp L. Corsurn, Camden, N. J.: Pri- 
marily the gastrointestinal tract, but the carcinoma 
may also occur somewhere else, as in the female 
reproductive tract. 

Dr. Atpert M. KLIGMAN: We have some clues 
as to what we ought to do. No one can say you 
should not do an exploratory operation, because 
this is a potentially malignant disease, but the 
cancer which occurs in acanthosis nigricans occurs 
in the age groups in which cancer normally oc- 
curs. You cannot use the skin as a means of 
determining what you should do. If she has had 
this for five years, you can wait a little longer. 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 
William F. B, Harding, M.D., President 

R. Raymond Allington, M.D., Secretary 

Edward J. Ringrose, M.D., Editor 

Sept. 21, 1956 


Case for Diagnosis: Linear S-Shaped Nevus? 
Presented by Dr. Davip R. Taytor, Fresno. 


Chief complaint: S-shaped reaction on trunk. 

History: The patient’s mother observed the 
“overnight appearance” of a linear serpentine re- 
action on the skin on the right side of the trunk. 
At the time of onset the youngster was 16 months 
old. No history of a prior cutaneous disorder or 
congenital defect was recalled. The process has 
caused only mild pruritus and has remained un- 
changed since I first saw the patient in April, 
1955. 
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Dr. GrorcGe E, PFAHLER: In a case such as this, 
the criterion I employ is, what would I do if the 
patient were a member of my family? That, I 
think, will give you a pretty good idea of how 
you should proceed. 

Dr. HERMAN BEERMAN: The pseudoacanthosis 
nigricans looks somewhat like a seborrheic wart 
histologically. I have never seen acanthosis nigri- 
cans recover. What makes you think it disappears? 


Dr. Apert M. KiicMANn: The skin lesions 
may undergo involution while the cancer is de- 
veloping. 

Morphea. Presented by Dr. Henry B. Decker and Dr. 
Hersert A. Luscomse. 

Secendary Syphilis. Contact Dermatitis. Presented by 
Dr. Quentin R. Conwett, Levittown. 

Bowen’s Disease. Presented by Dr. Grorce E, PFAHLER 
and (by invitation) Dr. Raymonp Kran, Dr. EMANUEL 
G. Tutsxy. 

Darier’s Disease. Presented by Dr. Hersert A. Luscomse 
and (by invitation) Dr. PuaANGKAEO JUMBALA. 

Superficial Epitheliomatosis. Basal-Cell Epithelioma. Pre- 


sented by Dr. Hersert A. Luscomse and (by invita- 
tion) Dr. L. F. Montes and Dr. C. H. Greensaum. 


Chronic Benign Cystic Epithelioma. Presented by Dr. 
Henry B. Decxer and Dr. Hersert A. Luscomse. 


Lichen Planus Linearis. Presented by Dr. 
LuscomseE. ° 


Sarcoidpsis. Presented by Dr. HERMAN BEERMAN and (by 
invitation) Dr. C. H. GreensaAum and Dr. L. F, 
MontTEs. 


Necrobiosis Lipoidica Diabeticorum. Presented by Dr. 
Joun F. Witson and (by invitation) Dr. Davin W. 
KRAMER. 

Capillary Hemangioma? Presented by Dr. Hersert A. 
Luscomse and (by invitation) Dr. Puancxaro Jum- 
BALA. 


Hersert A. 


Xanthoma Tuberosum. Presented by Dr. JosepH K. Cor- 
son and (by invitation) Dr. PuaANcKaEo JuMBALA. 


Physical examination: An S-shaped, 2 cm. in 
diameter, band-like, whitish pink, flat papular re- 
action covered with fine white scales is observed 
on the right side of the trunk. The process begins 
just to the right of the umbilicus and extends 
laterally and upwards on the chest wall, where it 
fades out on the back. 

Biopsy: Throughout the upper cutis, the vessels 
are dilated and in the subepidermic region there 
is a focal and diffuse simple cell reaction. The 
epidermis shows no significant changes. In some 
areas, the basal-cell margin is washed out. There 
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is also a little edema in the lower epidermis. Note: 
While this may be a traumatized linear nevus, I 
am more inclined to feel that this is an inflamma- 
tory process, and, while we are unable to make 
a definite diagnosis, the possibility of a para- 
psoriasis is suggested. (Biopsy report by Wilbert 
and Perry Sachs.) 


Discussion 


Dr. Epwarp J. RinGrose, Berkeley: I think 
this lesion is perfectly typical for lichen striatus 
both clinically and microscopically. The Lord, 
perhaps, had a humorous streak in making such a 
beautiful “S” here. The papules, if you look at 
them closely, are certainly lichenoid, and the “S” 
is there to make the striatus. The diagnosis is 
practically made for you. 

Dr. NorMAN Epstetn: It’s a little difficult for 
me to accept the diagnosis of lichen striatus in 
this case. In cases we’ve seen of that disease the 
lesions travel along a straight line. The papules 
seem to follow breaks in the embryological con- 
nections of the dermis. I am more inclined to 
believe that this is a nevoid type of lesion. Per- 
haps I have the wrong’ history, but I thought it 
went back to very early childhood. And I, there- 
fore, would favor the latter diagnosis. 

Dr. CLINTON BeErrNeE: I want to add to the dif- 
ferential incontinentia pigmenti. The lesion, ac- 
cording to the parents has had three clinical 
phases,-if not distinctive in characteristics. The 
mother said first there was essentially a “rash”; 
secondarily there was primary scaling, and at 
present the lesion as we see now. Apparently there 
was no vesicular primary stage, and the second 
stage, which she described as scaling, apparently 
was not organized and distinctly verrucous, but I 
think this disease should be included in the dif- 
ferential. 

Dr. Davin R. Taytor, Fresno: This is a medi- 
cal curiosity in my experience. Concerning the 
diagnosis of incontinentia pigmenti, one must have 
pigment as the result of vesicles or verrucous 
changes which precede the final diagnostic sign 
of pigment that is deposited in the cutis. I tend 
to agree with Dr. Epstein that this is an example 
of a linear nevus. 


Fox-Fordyce Disease. Presented by Dr. Davin 
R. Taytor, Fresno. 


Chief complaint: Pruritus in both axillae of one 
year’s duration. 

History: There was a gradual onset in the 
summer of 1955 of a pruritic, papular, flesh- 
colored eruption in both axillae. This 13-year-old 
white patient recalls no antecedent inflammatory 
reaction, nor had she employed any chemicals 
usually responsible for reactions in the area. Her 
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menarche was January, 1955, and the periods are 
said to be regular. The process has become pro- 
gressively more pruritic, and the patient admits 
that emotional ‘stress, such as anger, will increase 
itching. When she was first seen, Aug. 10, 1956, 
a specimen was removed for biopsy, and the 
clinical impression of Fox-Fordyce disease was 
confirmed by microscopic pattern. The condition 
was treated with a compound F-quotane lotion 
mixture, which relieves the pruritus but has not 
changed the clinical picture. On Aug. 23, 1956, 
2 cc. of hydrocortisone was injected locally in the 
left axilla only, following which the patient com- 
plained of dizziness and pain in the neck, of three 
days’ duration. A 4 by 2.5 cm. moderately tender 
mass persists at the site of injection. Because 
of conflicting reports regarding value of x-radia- 
tion therapy, it has not been resorted to, pending 
presentation to this society. 

Physical examination: Both axillary vaults are 
diffusely involved with flesh-colored, dome-shaped, 
and conical pin- to matchhead-sized papules. The 
left axilla at the site of part of the compound 
F injection demonstrates a 4 by 2 cm. tender mass. 
The axillary hair compared with the rest of the 
body pattern is sparse. Other.apocrine gland sites 
are uninvolved. 

Microscopic description: Within the upper cutis 
are dilated blood vessels, edema, and about the 
vessels is a mild focal simple cell reaction. There 
is a large dilated follicle present, filled with horny 
material. About this reaction is some fibrosis. In 
some of the sections, there is evidence of an 
apocrine duct, about which is a moderate simple 
cell inflammatory reaction. The vessels in this 
area are dilated and congested. Note: Considering 
the neurodermatitic reaction, the follicular dilation 
involvement, as well as apocrine duct involvement, 
I feel that this is Fox-Fordyce’s disease. Diagno- 
sis: Fox-Fordyce disease. (Biopsy report of W. 
and P. Sachs.) 

Discussion 

Dr. MortiMer S. Fark, Reno: I agree with the 
diagnosis presented. In my experience with pa- 
tients with Fox-Fordyce disease many forms of 
treatment which have been recommended, such 
as estrogens and x-radiation, have not been suc- 
cessful. But my patients have had a partial to 
complete relief of symptoms with the use of 
hydrocortisone ointment. 

Dr. WrttaAm F. B. Harpinc, Sacramento: I 
should like to report the case of a young woman 
recently seen with a clinically typical unilateral 
Fox-Fordyce condition which did not itch. The 
histopathology of a biopsy specimen was com- 
patible with the clinical diagnosis. 

Dr. Davin R. Taytor, Fresno: The early stu- 
dents of Fox-Fordyce disease considered the pro- 
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blem to be a neurodermatitis. This is readily 
understandable inasmuch as the apocrine gland is 
under adrenergic influences and not cholinergic 
influences. Stimuli, such as rage, anger, and fear 
can produce apocrine glandular activity which 
would naturally cause pruritus. In the morpho- 
logical consideration one would see lichenification 
in a true neurodermatitis, which is not present in 
this case. I rather think that the process is either 
an example of poral closure or follicular hyper- 
keratosis, which is a concept that is put forth by 
Hurley and Shelley. On the bases of four case 
studies, Dr, Hamilton Montgomery and _ Dr. 
Winkelman, at the Mayo Clinic, feel that the 
apocrine glands are undergoing a mucinous meta- 
plasia, and that the mucin, which is not unlike 
the mucin that the stomach secretes, is responsible 
for the pruritus. In their discussion in the 


ArcHives they drew a circle in which you have 
on one end of the circle mucinous metaplasia, 
producing pruritus, on another end neurodermatitis, 
the adrenergic stimuli, and on the other end the 
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poral hyperkeratosis, which may be the result 
of the other two. The exact pathogenesis of this 
peculiar disorder still remains unsolved. The pro- 
cess developed at the age of 12 years in this patient, 
who, to my knowledge, is the youngest reported 
for this disorder. 

Peculiar Keratoses of Palms and Soles. Presented by 
Dr. H. V. Attincton, Oakland. 

A Case of Chronic Arsenic Poisoning: Lead Poisoning? 
Presented by Dr. E. M. Farser, Dr. Rotr E. Jounson, 
and Dr. Roperick D. Sace. 

Bull Der jis. Presented by Dr. CLINTON G. BEIRNE 
and (by invitation) Dr. Witt1am G. BALLINGER. 

Urticaria Pigmentosa. Presented by Dr. Patrick G, 
But er. 

Darier’s Disease. Presented by Dr. Grorce T. LENAHAN 
and (by invitation) Dr. Max GREENLEE. 

Keratosis Follicularis (Darier’s Disease). 
Dr. Eart R. CLaiBorne. 

Case for Diagnosis: Polymorphic Light Sensitivity? Malig- 
nant Lymphoma? Presented by Dr. Epwarp J. RINc- 
ROSE, Berkeley. 

Ca H i 
Fark, Reno. 
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The New, Newer, and Newest 











Home from a too brief but most enjoyable vacation to a desk overflowing with 27 papers 
“submitted for publication,” 8 Society reports, 7 books for review, a sizable number of letters, 
some in praise, more in complaint, of our editorial judgments—and the usual avalanche of press 
releases from the Veterans Administration of the “view with pride” variety. 





Very pleasing was the information that our well-liked and esteemed Dr. Otto Foerster was 
recently elected an honorary member of the Wisconsin State Medical Society, as well as of 
the Chicago Dermatological Society, the Wisconsin Dermatological Association, and his County 
Medical Society some time ago. It constitutes the sincerest kind of tribute to be honored by one’s 
own neighbors. 





Included in the mail were the programs of the forthcoming meetings of the American 
Dermatological Association, the Society of Investigative Dermatology, and the Section of 
Dermatology of the American Medical Association—altogether comprising an invaluable post- 
graduate course covering practically every aspect of dermatology. Apparently, now that fears 
of possible travel difficulties have been allayed, there is heightened interest in the International 
Congress of Dermatology, which will meet in Stockholm, July 31. 





A correspondent tells of the excellent and interesting paper read by Dr. Allan L. Lorincz 
of the University of Chicago on the occasion of the seventh Sigmund Pollitzer lecture sponsored 
by the New York University-Belleview Medical Center in February. The subject—“A Derma- 
tologist’s Remarks on Recent Developments in the Problems of Tissue Transplantation.” 





After many week-end hours of reading the just-arrived papers, for diversion and amuse- 
ment we turned to the Society Transactions, where we read : 
—“TI remember the case of P.R. which did not want to get well.” 
—“Lues can still mimic.” 
—“The patient received the benefit of treatment with (blank) for many weeks without 
help.” 





And .Zen in a discussion as to whether to “take” a biopsy or to operate without it, on a facial 
lesion in an elderly woman—“Certainly I would not want to have that woman remain with that 


lesion.” 





Sorry you won’t get to read those, but you would do well to look for excellent discussions 
of the following: 
—Are those granulomatous reactions in the axillae from deodorant sticks due to zir- 
conium, beryllium, or what? 
—Is it a fact that the dosage of steroids must be inversely proportional to the acuteness 
of the inflammation? 
—Just what is granulomatosis disciformis progressiva of Miescher ? 
—As to Lewandowsky’s rosacea-like tuberculid—is it is or is it ain’t? 
—Does a tanned skin prevent pityriasis rosea? 
—How many cases of osmylogenic urticaria have you encountered lately ? 
Finally, there is the usual new “modification for planing technique.” Soon we may need a 
Planing-Modification-of-the-Month Department. 
H.R. 





Obituaries 


ALBERT SEZARY 
1880-1956 


Professor Sézary, Physician Emeritus of the Hospital Saint-Louis, and one 
of the foremost dermatologists and syphilologists of his generation, died on Dec. 1, 
1956, in Paris. 

Albert Sézary was born on Dec. 26, 1880, in Algiers. After brilliant studies 
he became an intern in Algiers, and, in 1903, in Paris. He acquired an excellent 
background in general medicine and, with Déjerine and Raymond, a solid neuro- 
logical training, both of which helped him in his later studies in dermatology and 
syphilology under Jacquet and Jeanselme. 

He became Physician of the Hospitals of Paris in 1921, was head of a service 
at the Hospital Saint-Louis between 1928 and 1945. He was appointed Professor 
of the Faculty of Medicine of the University of Paris in 1927 and Professor 
Emeritus in 1942. Sézary was an Officer of the Legion of Honor, a member of 
the National Academy of Medicine, served as president of the Société Frangaise 
de Dermatologie et de Syphiligraphie, and was corresponding member of many 
foreign societies of dermatology. 

Early in his career, he was interested in adrenal pathology. In his thesis on 
inflammatory sclerosis of the adrenals, he described cases which more recently 
have been studied under the name of “contracted adrenal.” He never lost interest 
in endocrinology and he emphasized the role of the endocrine glands in the patho- 
genesis of many skin diseases. 

His main effort, however, was devoted to the study of syphilis. In 1910, he 
insisted on the importance of the abnormal forms of the spirochete, which he 
demonstrated in adrenal sclerosis and cerebral arteritis. More recently he con- 
tributed to our knowledge of syphilis of the kidney, liver, and bones. 


One must remember what syphilis was before penicillin to fully understand 


the importance of its treatment by the combined administration of arsenic and. 


bismuth, initiated by Sézary in 1921. He showed that this method could effect the 
cure of syphilis after reinfection had occurred in several of his patients. 

He had a lasting interest in neurosyphilis: he studied the changes in cerebro- 
spinal fluid, produced evidence against the existence of neurotrophic forms of the 
spirochete, observed mental disturbances in tabes which he attributed to latent 
general paresis. His introduction of a pentavalent arsenical, sodium acetarsone 
(Stovarsol), for the treatment of general paresis, was hailed at the time as the 
most important French contribution to psychiatry. It allowed the return of many 
patients to an active and useful life. 

Between 1932 and 1939 he collected 150 cases of lymphogranulomatosis and 
established the clinical variations of the chancre and the treatment of the disease 
by antimony derivatives and sulfonamides. 

His dermatological work includes studies on skin allergy, pigmentation, occu- 
pational dermatosis, erysipeloid, and pathology of the skin manifestations of 
polycythemia. He initiated the treatment of eczema by desensitization, of lichen 
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planus by acetarsone, and of lupus erythematosus by bismuth. He was among the 
pioneers in the study and classification of reticulosis. 

We are indebted to him for an excellent treatise on Neurosyphilis, and contri- 
butions to many textbooks of Medicine, Dermatology, Syphilology, and Endo- 
crinology. 

For the students of Sézary, his scientific achievements, however important 
they may be, represent only one facet of the qualities of a man of absolute 
intellectual probity, who never published anything which he did not observe himself 
and of the accuracy of which he was not convinced. He was also a kind and 
urbane teacher. 

All those who knew and appreciated Professor Sézary and had been privileged 
to work with him deeply mourn his death and will remember him as a man of 
high integrity who was also a great physician. 


M. BoLcert 
Physician of the Hospital Saint-Louis, Paris. 


ACHILLE CIVATTE 
1877-1956 

The death of Civatte was a loss to the entire dermatological world. His friend and col- 
league, Dr. Touraine,* wrote a beautiful obituary, which has been translated for me by Prof. 
Edward H. Sirich, of the Romance Language Department of the University of Minnesota, 
and I am sure it will be of great interest and will get sympathetic reception from American 
dermatologists who admired and respected the work of that master pathologist, Achille 
eceiges Henry E. Micuetson, M.D. 

To Civatte—to the great anatomical pathologist, to the dermatologist of highest 
distinction, to the savant at once illustrious and modest, to the indefatigable 
worker, and above all to Civatte the man of integrity—the Annales de Dermatologie 
bid a sorrowful and profoundly regretful farewell. In losing him they lose one 
of their most faithful and highly esteemed counsellors; in losing him the school 
of French dermatology is witnessing the disappearance of one of its undisputed 
masters, one of its most illustrious claims to world renown. 

Throughout his exemplary life Civatte was a model of integrity as a man, 
as a doctor, and as a seeker after truth. A life such as his, devoted to unselfish 
work and to the pure satisfactions of the intellect, inspires admiration and respect. 
If, today, there are those who sometimes doubt the spiritual values of our country, 
let them meditate for a moment on such a work; let them endeavor to examine 
and understand it. They will then have to revise a hasty opinion and recognize 
that if our country, like all countries, has its spellbinders it also has its Civattes— 
men who, like him, persist in the love of their professions and in their faith in a 
labor of abnegation ; a faith that is passionate, modest, and fruitful. 

Civatte came of ancient medical stock and was, in his family, the seventh doctor 
in a line descending from father to son. From these ancestors he inherited respect 
for the old traditions, attachment to the family circle, devotion to his fellowmen, 
an affinity for things of the intellect, and broad cultural interests. By race, by 
stature, and by sentiment, he was truly a product of the Basses-Alpes. To this 
origin he owed the reserve of a meditative but essentially powerful, moderate, 
and harmonious nature. He experienced, he used to say, “a pleasure ever new in 
strolling along the precipitous lanes and through the passageways, arched and 

* Touraine, A.: Achille Civatte, Ann. Dermat. et Syph. 83:481 (Sept.-Oct.), 1956. Per- 
mission granted the publisher, Masson & Cie, Paris, for translation and publication. 
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full of mystery,” of his beloved Sisteron, which bore, in its soul and its captivating 
charm, a close resemblance to him. Civatte, no more than the mountains and valleys 
of the river Durance, opened his heart and gave his sympathy on first meeting with 
the hurried traveler or the casual visitor. But the perceiving eye of the faithful 
friend soon discovered a thousand charms in the landscape and a thousand attrac- 
tions of an intellect, sometimes a little austere but always rich in an ardent inner 
life, fashioned in the image of its native country. 


After his preparatory studies at the Chartreux in Lyon, Civatte had come 
to Paris, obeying the call of heredity and the example of his ancestors. An intern 
in the hospitals of Paris in 1899, he quickly becomes the pupil, then the collabo- 
rator, then the friend and confident of those two great masters. Brocq and Darier, 
each one of whom, wrote Civatte, “assumes, from different points of view and 
turn by turn, first place.” From the former he acquires that infallible gift of a 
clinical sense, from the latter the impeccable methods of histopathological examina- 
tion. In this school, with his own peculiar gifts, he soon becomes the dermatologist 
of great stature foreshadowed in 1906 by his thesis on parapsoriasis, an immediate 
classic upon publication, and, in 1908, his “Letters from Berlin,” the result of his 
studies of German dermatology under Unna and Neisser. From that time, when 
for more than thirty years he becomes the assistant, or rather the right hand, of 
Darier both at the Hopital Saint-Louis and the Collége de France, there appears 
a long series of original works, all displaying the most precise analytical method. 
Among these are studies on lichen scrofulosorum, Bowen’s and Paget’s diseases, 
keratinization, lupus erythematosus, lichen planus, painful polymorphic dermatitis, 
cutaneous sarcomas, malignant degeneration of verruca seborrhoeica. But very soon, 
as with all original and far-reaching minds, analysis leads to synthesis and the sum 
of details to a comprehensive whole. We know how felicitously and how completely 
Civatte arrived at this point. To him, for whom cutaneous histopathology no longer 
had any secrets, we owe clarity and precision on many complex questions: eczema 
and its early vesicle, the eczematides, the prurigos, reticulated poikiloderma of 
the face and neck which bears his name, parapsoriasis, the histology of cutaneous 
intolerance, the frontiers of lichen planus, the bullous maladies with or without 
acantholysis. A Civatte was needed to write, in his limpid, exact, and concise 
style, those illuminating chapters in treatises on general histopathology of the 
skin, general pathologic anatomy of syphilis, histological criteria of the tubercu- 
lides, precancerous dermatoses, malignant tumors of the skin and its appendages, 
or to revise with such matchless skill the extraordinary Précis de Dermatologie by 
Darier. There will appear soon the first numbers of his “Atlas of Cutaneous His- 
topathology,” a fundamental work and a veritable testament to which Civatte de- 
voted the last years of his activity. It was because of corrections to be made in 
this work that he postponed to the last possible moment the surgery which finally 
became imperative. 


These masterful works cannot make us forget the everyday Civatte, the great 
expert of the microscope from whom all would ask advice on the reading of a 
difficult histological section, for a delicate diagnosis. How many times in the 
course of a discussion at the Society of Dermatology has one not heard the 
question: “What does Civatte think about it?” And with his extraordinary 
memory Civatte, in a few sentences, often in a few words, brought light and 
precision on a debated point and settled the argument. 
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Our great counsellor has gone, but his spirit remains with us, in his writings 
and also in the incomparable Histological Museum of Saint-Louis, which he 
created and whose director he was until his death; it remains in the profound 
impression he has left not only on such chosen disciples as Dupont or Vilanova, 
but also on the whole present generation of the French school, which, thanks to 
Civatte, has placed the microscope in the rank of first importance for examination 
and diagnosis in the field of dermatology. 

This is the great reward for a life dedicated to labor and dignity. Honors 
came to him only from those who could, and knew how to, estimate him, for 
Civatte never sought them out any more than he sought the titles acquired in 
competitions. He was one of those for whom knowing and doing are worth more 
than knowing how to do or showing how to do. His modesty and reserve did not 
enhance his position with those who bestow official recognition. He had neither 
a Chair in a university nor a hospital service, and the central laboratory of the 
HO6pital Saint-Louis, of which he was director, was taken from him in 1954, 
when a vigilant administration became aware of his age but not of his perennial 
vitality. Chevalier of the Legion of Honor in 1928, he was still no more than a 
Chevalier at his death. But his peers, they who realized his worth, had paid him 
homage and shown their esteem in many ways: by calling him to the presidency 
of the Dermatological Society in 1938, by honoring him at a dinner in 1951 
on the occasion of the presentation of a bronze medal bearing his likeness, and by 
electing him to the National Academy of Medicine in 1953. Fourteen foreign 
Societies of Dermatology, many of them closely restricted, counted him among 
their members, thus confirming the international importance of his work—an 
importance to which few dermatologists, French or any other, have attained. The 
reputation of Civatte was perhaps more widely recognized throughout the world 
than in his own country. 

But if Civatte the savant was of the highest distinction, Civatte the man was 
none the less so by the nobility and high-mindedness of his nature. In his 
beautiful house at Sisteron, Civatte, somewhat like Montaigne and Montesquieu, 
gave himself up to repose and meditation. In love with his native countryside, he 
liked to wander through it, to contemplate the effects of light upon it, to chat 
with its citizens; he liked also to cultivate his garden there, not only the garden 
of trees and flowers, but the garden of his mind. The reading of good books, 
and music even more so, charmed his leisure hours. An excellent family quartet 
brought him the serene and gentle pleasures of the great masters, of whom 
Beethoven was his favorite. He knew and appreciated in all respects the happiness 
of a harmonious family circle. The admirable Madame Civatte ; two incomparable 
sons—one a brilliant administrator in the Forestry Service, the other a doctor 
of great promise already won over to histopathology—and a daughter, very like 
her father, were a never-ending source of happiness. If these, whom he cherished, 
feel so profoundly the irreparable loss inflicted upon them by a common fate, if we 
join so fully in their grief, it is because in Civatte we are losing, as are they, a 
great doctor, a dear friend, a noble and high-minded soul. But his work, his 
memory remain with us; for a long time they will remain an example and a guide. 
ALBERT TouRAINE, M.D. 
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Books 


Fundamentals of Immunology. By William C. Boyd, Professor of Biochemistry, Boston 
University School of Medicine. Third Edition. Price, $10.00. Pp. 776, Interscience 
Publishers, Inc., 250 Fifth Ave., New York, 1956. 

This third edition of Boyd’s well-known work has been completely revised and rewritten 
to incorporate the advances made in immunology since the last edition in 1947. The long list 
of bibliographic references at the end of each chapter attests to the volume of experimental 
data which required review. As before, there is a fairly comprehensive treatment of the nature 
of antigens and antibodies, their sites and mode of reaction and possible “toxic” end-products. 
Delayed and immediate types of hypersensitivity are treated separately, and some of the dis- 
ease states in which these allergic mechanisms operate are briefly discussed. Boyd’s remarks 
on hypersensitivity in some cutaneous reactions may not be representative of current general 
opinion. For example, in a tabular comparison of immediate and delayed reactions in sensi- 
tivity states, he lists urticaria and eczema as atopic disorders, characterized by circulating 
reagins and positive immediate skin test reactions. The histology of “eczema” is described 
only in terms suggestive of increased vascular permeability. The clinical experience of most 
dermatologists is that if reagins are present in atopic “eczema” they are not often significant 
for the causation of the eczema, and that in urticaria it is exceedingly difficult to demonstrate 
antibody by any means, Of 257 references given in the chapters on this subject, there are 
none which list any recent work recorded in dermatologic journals. Perhaps this accounts for 
the discrepancies with modern dermatologic concepts. 

Up-to-date reports on autoimmunization, new blood groups, the Salk vaccine, and new 
test procedures, such as the Treponema pallidum immobilization test, add to the value of the 
text. There are chapters on laboratory and clinical techniques which give much practical 
detail on methods and materials. The book continues to be of value for both student and 
practicing physician. However, in a field as dynamic as this one, in which new developments 
come thick and fast, it is impossible for any one man to give the field complete coverage. 
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CARROLL S. WRIGHT, M.D., Philadelphia 


Stress, according to the definition in the 
dictionary that most aptly applies to medi- 
cine, is, “to put into straits or difficulties; 
distress.” Stress, as defined by Selye,’ “is 
essentially the rate of all the wear and tear 
caused by life.” An advertisement in a 
Sunday feature section for a soft drink, 
said to have health-building properties, states 
in bold print that “today’s living puts new 
stresses on your whole body.” Authors have 
used various terms in the past such as 
functional disease, neurosis, psychosomatic 
or somatopsychic disease to express the 
same thought. A prominent pharmaceutical 
house in an excellent little booklet entitled 
“Almost Every Patient”? states that “the 


belief that emotional or mental distress is- 


more widespread than ever before has led 
poets and philosophers to call this the Age of 
Anxiety.” Physicians have known for a 
long time that mental and emotional distress 
have something to do with somatic illness. 
For example, when Socrates came back from 
army service he reported that the barbarian 
Thracians were in advance of Greek medi- 
cine: they knew that “‘the body could not be 
cured without the mind.” A quotation from 
Cadogan is that, “every great degree of vexa- 
tion, whether in the shape of anger, envy, re- 
sentment, discontent or sorrow, has most 
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The Skin’s Reactions to Life’s Stresses 


destructive and deleterious effects upon the 
vitals of the body whether sudden and vio- 
lent or slow and lasting.” According to 
Roe,? “the patient’s fear—his at times, 
desperate anxiety over his health, his eco- 
nomic or mental status, frequently exag- 
gerates his physical illness and is almost 
always responsible for conditions we de- 
scribe as ‘functional.’” The word stress, 
according to Selye,’ designates the sum of 
all the nonspecific effects of factors (normal 
activity, disease producers, drugs, etc.) 
which can act upon the body, and the agents 
themselves are called “stressors” when we 
refer to their ability to cause stress. That 
nervous or emotional factors are very often 
the cause of stress is admitted by Selye, 
and it is these nervous or emotional factors 
in promoting or acting to continue certain 
dermatoses that I wish particularly to dis- 
cuss. 

Guy,* in an article entitled ““Psychosomat- 
ic Dermatology Circa 400 B.C.,” called 
attention to what is probably the earliest 
recorded case of a dermatosis occurring af- 
ter severe stress—the case of Job, who was 
smitten by a severe and loathsome skin 
disease after Satan plunged him from the 
heights of his prosperity and happiness to 
the depths of misery. He lost all his prop- 
erty, and his children were cut off by violent 
death. Even though the book is believed to 
be largely fictional, the significance of stress 
must have been recognized in those early 
times. 

Frumess,5 English,® and others, have 
culled various expressions from the litera- 
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- ture that present the significance of the skin~ 


as an organ of expression. Aware of dan- 
ger, a person’s “hair stands on end”; he 
may be “frozen with fright” or have “goose 
flesh” (cutis anserina). He may “sweat out 
an unpleasant situation’; he may “blush 
with shame,” “itch for a fight,” or “burn 
or pale with indignation.”’ Of great value in 
developing the true significance of emotions 
in relation to skin diseases have been the 
writings of Stokes and his co-workers, 
Klauder, Becker, Cormia, Lynch (and co- 
workers) to mention only a few. In an 
excellent book entitled “Emotional Factors 
in Skin Disease” by Wittkower, a psychia- 
trist, and Russell, a dermatologist,’ the 
authors state that the skin may be influenced 
by the mind, directly or indirectly as fol- 
lows (partially abridged) : 

1. The symptoms or signs may be wholly psy- 
chogenic (pruritus, hyperidrosis, etc. ). 

2. The emotional factor is often the most im- 
portant feature in reactions of hypersensitivity 
(some cases of pruritus, eczema, urticaria, prurigo, 
etc.). 

3. A normal emotional manifestation in the skin 
may occur too easily and be maintained (rosacea 
and hyperidrosis). 

4. Emotions may be one of the excitants setting 
off or aggravating virus or other infections 
(herpes recurrens, sycosis barbae). 

5. Emotions may predispose to skin infections 
(hyperidrosis leading to tinea pedis and various 
infections which in turn are secondary to pruritic 
disorders). 

6. Emotional conflicts may increase the risk 
of exposure to venereal diseases, the chance of 
drug intoxication, or the risk of dermatitis). 

7. The gratification of itching, if inhibited in 
one skin area, may be satisfied elsewhere because 
one area is less forbidden than another (neuro- 
dermatitis, flexural prurigo, and excoriated erup- 
tions). 

8. A vicious circle of mind-body and body-mind 
aggravation may occur (acne vulgaris, seborrheic 
dermatitis, and psoriasis). 

9. There are several ways in which emotional 
distrubances have a_ bearing on_ occupational 
dermatitis. (This has also been pointed out by 
Klauder.*) 

10. Individuals with strong masochistic and ex- 
hibitionist trends and a perverse need for appealing 
for sympathy by self-disfigurement may produce 
and maintain dermatitis artefacta (factitia). 

11. Trivial, small, or mild lesions may cause 
mental stress by reasons of anxieties associated 
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with their presence. Distress of this kind is often 
a rationalization of deep-seated anxieties; the dis- 
tress covers up true phobias. 

English ® has listed the psychic factors 
which play a leading role in dermatologic 
conditions as follows: anxiety, oversensi- 
tivity, guilt, need for approval, ambivalence, 
inferiority feelings, and repressed hostility. 
The stomach, heart, and bowel may respond 
precipitously to intense emotion, while in the 
skin the response is generally slow. How- 
ever, the skin is well supplied with blood 
vessels, nerve endings, and glands, and is 
just as surely affected by emotional ten- 
sions as any other organ in the body. In 
all probability the organ most apt to be 
affected by stress varies with each in- 
dividual; in one individual it may be the 
heart, in another the bowel, and in another 
the skin. Adler’s ® suggestion, made in 1917, 
that such an occurrence may be traceable 
to a functional inferiority of a particular 
organ is probably the most reasonable ex- 
planation for this. 


Specific Diseases 


In a previous paper’? I attempted to 
classify those cutaneous disorders that are 
commonly listed as psychosomatic or pos- 
sibly psychosomatic, from the purely psychic 
to those in which psychic factors or stress 
may play a predominant or secondary role 
down to those in which a psychic factor is 
questionable. At the top of the purely 
psychic disorders I placed “delusions of 
parasitosis.” Doubt as to the psychic nature 
of this disorder has been stimulated by the 
studies of Aleshire 1! who reported success- 
ful treatment with an antipellagrous regi- 
men. Phobias have been attributed by 
Cormia?? to acute shocks and temporary 
anxiety syndromes of the comparatively 
normal person when confronted with the 
presence of syphilis to the full-blown syphili- 
phobe. The same is undoubtedly true of 
cancerphobia. Neurotic excoriations are 
probably not caused by the ordinary stresses 
of life, but represent a deeper-seated psy- 
chosis of which the patient may not be 
aware until probed by a psychiatric study. 
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SKIN REACTION TO STRESS 


On the other hand, the production of the 
lesions of dermatitis factitia (usually 
malingering ) may be undertaken by a person 
confronted by a situation out of the ordinary 
or a stressor. In a previous paper’? I 
reported the case of a 16-year-old girl who 
applied poison ivy leaves to her legs when 
facing a stiff school examination, and, more 
recently, I have seen a school teacher who, 
when asked to leave the home of relatives 
with whom she had been living, produced 
multiple brush-burn type of lesions on her 
trunk with a hand sander. According to 
psychiatrists such patients represent a type 
of hysteria with.a conspicuous anxiety ele- 
ment. They are often seeking added pro- 
tection and security. 


Psychogenic Pruritus 


Psychogenic pruritus may be generalized, 
although more commonly it is localized to 
such erotic areas as the vulva, perineum, or 
anus. Stress factors are commonly present. 
A middle-aged ‘physician with generalized 
pruritus was thoroughly studied at the Tem- 
ple University Medical Center, and no rea- 
son for the pruritus was found until a 
psychiatrist ventured the opinion that the 
pruritus was due to a breakdown caused 
by overwork, and suggested shock therapy, 
which resulted in a complete cure that has 
now lasted for several years. Ormsby and 
Montgomery 7° in their textbook state that 
the majority of patients who have pruritus 
vulvae et ani do not present pronounced 
psychosomatic factors and that the disease 
is essentially a form of localized neuro- 
dermatitis, in which habit plays a role and 
in which the patients are not obtaining 
sexual gratification or experiencing frustra- 
tion complexes. 


Neurodermatitis and Atopic Eczema 


Neurodermatitis and atopic eczema may 
be grouped together for discussion, although 
in true atopic eczema stressors are only 
one component in the total of etiologic fac- 
tors. The studies of Walsh and Kierland !4 
are well known. From a study of 15 cases of 
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neurodermatitis they concluded that this is 
a truly psychotic illness and that a sup- 
pressed hostility toward the mother or moth- 
er figure was present in most of these 
cases, the skin apparently being utilized 
for expressing a frustrated desire for love 
and affection. Williams‘® examined 33 
children with atopic eczema and found that 
31 manifested symptoms of maternal re- 
jection, which certainly would be a stressor. 
Kepecs, Robin, and Brunner * developed a 
technique for quantitative measurement of 
fluctuation in the rate of exudation into the 
site of a cantharides blister and found that 
emotions caused an increase in exudation, 
whereas relaxation and antihistaminic drugs 
were almost invariably accompanied by a 
drop in the rate of exudation. Such a study 
goes a long way in confirming the effect 
of stress as a stimulant to a weeping ec- 
zema. 


Disorders Affecting the Hair 


Alopecia areata, generalized loss of hair, 
and seborrheic dermatitis at times seem re- 
lated to stress, but it is difficult to rule out 
coincidence. I have previously reported in 
more detail?® cases of alopecia areata in 
which stress preceded the development of 
the patches of alopecia: a 37-year-old dentist 
who developed alopecia areata shortly after 
front-page newspaper publicity over an un- 
tidy divorce; a 24-year-old man shortly 
after he saw his pet dog killed by an 
automobile; a 22-year-old man within two 
weeks after the tragic death of his mother- 
in-law by an automobile. In this patient the 
hair returned, but fell out again after the 
death of a brother in the Second World 
War. Coincidence? Perhaps! 

A psychiatric study by Wittkower ™* of 
85 patients with seborrheic dermatitis con- 
vinced him that the seborrheic patient tends 
to develop his dermatosis as a result of being 
ostracized. Experiments conducted by Robin 
and Kepecs** on the relationship between 
certain emotional states and the secretion of 
sebum revealed that marked increase in the 
rate of sebum secretion was associated with 
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the affective states of fear or weeping, 
whereas relaxation resulted in a definite 
drop in the rate of sebum secretion. These 
findings could also explain the adverse ef- 
fects of stress or emotion in acne vulgaris. 


Hyperidrosis 

Anxiety is known to cause hyperidrosis, 
and, as pointed out by Wittkower and Rus- 
sell,” hyperidrosis predisposes to tinea pedis 
or a clinically similar condition of the hands, 
both of which may render a man unfit for 
work involving contact with potential skin 
irritants. Thus the effects of anxiety in 
causing hyperidrosis may be far reaching. 
Dysidrosis and pompholyx may also be asso- 
ciated with stress. In fact, as early as 1873, 
Tilbury Fox, writing of pemphigus, which 
at that time he considered to be the same 
as pompholyx, stated that “it would seem 
that the nervous system is specially con- 
cerned.” Even the greatest skeptic would 
scarcely deny the effects of stress in hy- 
peridrosis. 


Urticaria 


Recognition and acknowledgment of the 
emotional component in urticaria depend 
rather upon “the personal flair of the writer 
for a psychosomatic approach to his pa- 
tients than on an accurate scientific assess- 
ment of emotional factors.” This is the 
opinion of Wittkower and Russell,” who list 
the psychopathological mechanisms in pa- 
tients studied as follows: (1) repressed ag- 
gressiveness, (2) masochism, (3) repressed 
exhibitionism, (4) skin eroticism, and (5) 
secondary gain. 
dermatologist sees cases of urticaria, par- 
ticularly the chronic variety, in which stress 
would seem to have been the initial trigger 
mechanism. In 1943 and 1944, prior to a 
talk in New Orleans, on the association of 


I am certain that every 


emotional disturbances with certain derma- 
toses, I analyzed 25 successive cases of 
urticaria seen in my office, and in 17 of 
these there was a history of a stress situa- 
tion preceding the outbreak of hives. 
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Rosacea 


In a recent excellent review of the litera- 
ture and reevaluation of the rosacea com- 
plex, Beerman?® points out that, in spite 
of the antiquity of this process and its 
prevalence, considerable controversial litera- 
ture has been developed about it. Klaber 
and Wittkower’s *° investigations suggested 
that the type of personality and the effects 
of emotional disturbances may be of funda- 
mental importance in rosacea. Some of their 
patients showed an abnormal degree of so- 
cial anxiety based upon feelings of in- 
feriority, guilt or shame; others gave a 
history of acute psychological trauma im- 
mediately preceding social or sexual stresses, 
The gastrointestinal disturbances that are 
believed to at times play an important role 
in rosacea may be partly dependent upon 
stress factors. In women it is recognized 
that emotional upsets associated with the 
menopause are important in those cases of 
rosacea which so frequently appear during 
that phase of life. 

There are numerous other dermatoses in 
which stress factors are believed to play 
at least a partial role in causing or continu- 
ing the disease, such as lichen planus, 
psoriasis, acne vulgaris, and herpes simplex. 


Therapy 


The success or failure in stress situations 
is often determined at the first consultation 
between the patient and the physician. Ter- 
hune *! points out that “the doctor is the 
bridge over which the patient crosses to find 
belief in himself, in others and in life.” In 
the clinical management of “functional” 
disorders Watts and Wilbur 7? believe that 
“the task of a busy physician is to reach 
the root of the difficulty and to work out 
an effective plan of treatment in the time 
that he can afford to devote to a single pa- 
tient.” In dealing with diseases in which a 
psychic or stress factor may be present 
the importance of history taking cannot be 
overemphasized, and sufficient time must 
be alloted for this on the initial visit to 
clarify the etiology and make the patient 
realize that the physician is taking a deep 
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interest in his case. The physician who has 
no sympathy with the stress problems of 
his patient and takes a hostile attitude or 
shows a disinterest, will usually fail in his 
therapeutic efforts. Gordon? firmly be- 
lieves that the only method in the manage- 
ment of psychosomatic syndromes should 
consist of coordinating the psychic under- 
lying forces and the usual clinical attention 
to somatic disorders, and that the latter 
should invariably have precedence in thera- 
peutic efforts. A study group representing 
the American Psychiatric Association and 
the Association of Medical Colleges in New 
York ** concluded that “Doctors are failing 
to satisfy the emotional needs of patients 
by treating their clientele as mere patients 
rather than human beings.” Many persons 
who suffer from stress refuse to consult 
a psychiatrist or neurologist. Thus we as 
dermatologists must be prepared to focus 
on the stress situation and advise and treat 
these patients without attempting inappro- 
priate psychiatric treatment beyond the scope 
of our abilities. 

In stress situations most commonly due to 
anxiety, or to the fact that emotional needs 
are not being met, a patient, under ques- 
tioning, will often reveal that the anxiety 
is due to such things as financial instability 
or insecurity, marital or in-law incompata- 
bilities, or the illness or death of some 
loved member of the family. As physicians 
untrained in the specialty of psychiatry we 
cannot always help, but an unhurried talk 
out of regular office hours either with the 
patient or some member of the family may 
improve or completely alleviate the situa- 
tion. I have never forgotten one case of a 
woman, who on her second visit to my office 
decide to tell me frankly that her chronic 
urticaria, in her opinion, would never 
be cured as long as her mother-in-law lived 
in the same house. I called her husband, 
who had previously been a patient of mine, 
and explained the problem. Fortunately, he 
accepted this explanation and built a wing 
on their home in which he housed his mother 
with the stipulation that she could come into 
the other part of the house only when in- 
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vited. The urticaria disappeared and never 
returned. Many times if the stress situation 
is not too severe, ventilation of the problem 
to the physician may enable the patient or 
the physician to see a way out. One attrac- 
tive patient, aged 25 and married two years, 
consulted me in regard to an early rosacea. 
As I started to discuss the various possible 
etiological factors, she broke in to tell me 
that she and her husband were sexually 
incompatible and that even the thought of 
sexual relations brought a flushing and feel- 
ing of extreme warmth to her face. She 
never returned, but shortly afterward was 
divorced and in time remarried. Apparently 
her problem was solved, for I have since 
seen her occasionally at social gatherings 
and have never seen the slightest evidence 
of a return of her rosacea. In discussing 
this case some years later with a psychia- 
trist, I said that I felt I should not have 
attempted to probe into the etiology, but 
the psychiatrist expressed the opinion that 
the interview in my office may have enabled 
the young wife to see the only way out of 
her stress situation. Other patients have 
expressed their gratitude for being made to 
see that their dermatosis was due to an 
emotional or stress situation rather than 
being somatic. 

While one is attempting to overcome a 
patient’s anxieties, sedatives or tranquilizers 
are often a crutch to aid him temporarily, 
but I agree with Rein” that the dermatol- 
ogist must be aware that any pharmaco- 
logically active drug has certain limitations 
and, at times, marked adverse reactions. 
If he employs them, he must be acquainted 
with their limitations as well as their value 
in order to avoid the serious consequences 
of abuse and misuse. 

In closing, in order to again emphasize 
that the stress problem in medicine is noth- 
ing new, I shall quote what Sven Kierke- 
gaard ? said in 1849: “Just as the physician 
might say that there lives not one single 
man who is in perfect health, so one might 
say that there lives not one single man who 
after all is not to some extent in despair, 
in whose inmost parts there does not dwell 
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a disquietude, a perturbation, a discord, an 
anxious dread of an unknown something.” 
1402 Spruce St. (2). 
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Proteolytic Activity in Pemphigus 


I. The Pels-Macht Test 


JOHN W. DOUGHERTY, M.D.; FRANK E, CORMIA, M.D., SHIRLEY A. UNRAU, B.A., New York 


Introduction 


In 1927, Pels and Macht?? noted that 
human sera contained a factor which 
inhibited the growth of Lupinus albus seed- 
lings. This “phytotoxic” factor was found 
to be increased in pemphigus sera. More 
recently, Stoughton** has reported that 
acantholysis to that present in 
pemphigus bullae could be produced in vitro 
by the action of proteolytic enzymes. Con- 
sideration of these findings suggested that 
the inhibitory effect of pemphigus sera on 
seedling growth might be due to altered 
proteolytic activity. In the present experi- 
ments, the effect of several proteolytic 
enzymes and enzyme inhibitors on the 
growth of Lupinus albus seedlings was 
tested. Human serum fibrinolysin was 
found to produce a significant inhibition of 
growth of the seedlings. 


similar 


Materials and Methods 


The technique of the test was that recommended 
by Pels and Macht.’ Large healthy seeds of the 
Lupinus albus bean were soaked overnight in tap 
water and were grown from 48 to 72 hours in 
finely ground sphagnum moss at room temperature. 
At the end of this period the roots varied between 
35 and 60 mm. in length. After washing in dis- 
tilled water, the exact length of the roots was 
determined, and they were placed in test tubes 
filled with equal parts of Shive’s solution® and 
distilled water. The test tubes were made from 
pyrex tubing and were 5 mm. in diameter and 10 
om. in length. The tubes were then placed in a 
rack in the refrigerator at 13 to 16 C (55 to 60 F) 
for 24 hours. In preliminary control experiments 
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it was noted that the roots absorbed relatively 
large amounts of solution; when levels became low, 
a detrimental effect on growth was noted. Ac- 
cordingly, fluid levels in the tubes were kept high 
by the addition of solution after 12 hours. At the 
completion of the experiment the roots were again 
measured to determine the amount of growth. All 
measurements were made by one person. In the 
actual experiments the average growth observed 
with the specific substances was compared with 
that noted in an equal number of controls. 

The following substances were tested: the pro- 
teolytic enzyme inhibitors, soybean trypsin inhibi- 
tor, human antifibrinolysin, and suramin sodium, 
and the proteolytic enzymes, moccasin snake venom, 
trypsin, ficin, bovine fibrinolysin, and human 
fibrinolysin.* Crystalline soybean trypsin inhibitor 
is a globulin type protein which combines rapidly 
with approximately an equal weight of trypsin 
to form an inactive, irreversible compound. Human 
antifibrinolysin was obtained from the albumin 
fraction of human serum and prepared in lyo- 
philized form. Suramin sodium, also known as 
sodium Naphuride or Germanin, is a proteolytic 
enzyme inhibitor, formerly used in the treatment 
of pemphigus. Moccasin snake venom is one of 
the most potent proteolytic enzymes known. The 
crystalline trypsin used was prepared from beef 
pancreas, and ficin from fig tree latex. Bovine 
fibrinolysin was obtained from the globulin frac- 
tion of bovine serum and lyophilized 


Results 


The substances tested, their concentration, 
the number of plants in each experiment, 
and the percentage of growth compared with 


* Soybean trypsin inhibitor and trypsin were 
products of Worthington Biochemical Corporation, 
Freehold, N. J. Ficin was a product of Nutri- 
tional Biochemicals Corporation, Cleveland. Suram- 
in sodium was supplied by Winthrop-Stearns, 
Inc., New York. Human fibrinolysin was supplied 
by Merck Sharp and Dohme, West Point, Pa. 
Human antifibrinolysin, bovine fibrinolysin, and 
moccasin snake venom were supplied by Dr. George 
Ungar, U. S. Vitamin Corporation, Yonkers, N. Y. 
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Effect of Proteolytic Enzymes and Enzyme 
Inhibitors on Growth of Lupinus Albus 








Per Cent 
Growth 
Number Compared 
Substance Tested Concentra- of Plants to Controls 
tion Tested ‘‘Phyto- 
toxic 
Index” 
Soybean trypsin inhibitor 1:100 10 84 
1:1,000 80 S4 
1:10,000 30 83 
1:100,000 20 74 
Human antifibrinolysin 1:500 40 80 
1:1,000 40 77 
1:10,000 20 80 
1:100,000 10 95 
1:1,000,000 10 93 
Suramin sodium 1:100 10 57 
(Naphuride sodium; 1:1,000 50 62 
Germanin) 1:10,000 40 57 
1:10u,000 20 66 
Moccasin snake venom 1:1,000 80 98 
Trypsin 1:1,000 80 90 
icin 1:1,000 40 61 
Bovine fibrinolysin 1:1,000 40 116 
Human fibrinolysin 1:1,000 80 23 
1:10,000 40 79 





that of an equal number of controls, are 
shown in the Table. 

It will be noted that of the three enzyme 
inhibitors, soybean trypsin inhibitor, anti- 
fibrinolysin, and suramin sodium, only the 
latter caused a significant diminution in the 
growth ratio. Moccasin snake venom, al- 
though supposedly a highly potent proteol- 
ytic enzyme, had no effect on growth. 
Similarly, the proteolytic enzymes, trypsin 
and bovine fibrinolysin, had no significant 
action. The results with bovine fibrinolysin 
are not conclusive since it was impossible to 
keep the material in solution at the relatively 
low temperature maintained during the test 
period. Ficin had a moderately suppressive 
effect on growth. In concentrations of 
i:1000, human  fibrinolysin uniformly 
caused a marked inhibition in the growth of 
the seedlings. The suppressive effect was 
slight when a dilution of 1:10,000 was used. 
It should be emphasized that the fibrinolysin 
was a noncrystalline, impure preparation. It 
may contain a relatively small amount of the 
pure substance. 


Comment 


Since it was thought initially that enzyme 
inhibitors would be more active in the 
inhibition of seedling growth, they were 
tested first, but with inconstant results. Ef- 
fects obtained with most of the proteolytic 
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enzymes were also variable. Human 
fibrinolysin, however, caused significant in- 
hibition of growth of seedlings in a 1 :1000 
dilution. 

It is not possible to say in the present 
state of knowledge whether fibrinolysin is 
the sole factor present in pemphigus sera 
which inhibits seedling growth. The follow- 
ing points are submitted in favor of such a 
hypothesis : 

1. Fibrinolysin is rapidly deactivated at room 
temperature. Refutation of the Pels-Macht test 
by Baldridge and Kligman’ was based upon work 
done at room temperature. Macht also found that 
the phytotoxic factor of pemphigus serum was 
rapidly lost at room temperature and retained in 
the frozen or dried state. 

2. Fibrinolysin is an a-globulin. Lever* has 
found a-globulins elevated in advancing pemphigus, 

3. Antifibrinolysin is found in the albumin frac- 
tion of serum. This fraction of serum proteins is 
usually lowered in advancing pemphigus. 

4. Corticotropin (ACTH) and cortisone in- 
crease the rate of reaction between fibrinolysin and 
antifibrinolysin® with resultant neutralization of 
proteolytic effect. Corticotropin and cortisone con- 
stitute the most effective treatment for pemphigus. 
Macht? noted that sera of pemphigus patients 
treated with corticotropin or cortisone no longer 
showed increased phytotoxic effect upon seedling 
growth. 

5. In preliminary studies, plasma fibrinolysin 
levels have been found to be higher in pemphigus 
than in normal subjects. 

Since it has been demonstrated that in- 
creased proteolytic activity of serum occurs 
in many unrelated diseases 1°18 and _ since 
increased phytotoxicity has been produced 
uniformly by dilute solutions of fibrinolysin, 
it would seem probable that the Pels-Macht 
test has little if any diagnostic significance. 

Summary 

A study has been made of the effect of 
proteolytic enzymes and proteolytic enzyme 
inhibitors on the growth of Lupinus albus 
seedlings. 

It is believed that the “phytotoxic” effect 
of pemphigus serum on the growth of 
Lupinus albus seedlings is due to increased 
proteolytic activity of the serum. 

This proteolytic activity may reside en- 
tirely in the fibrinolysin fraction or may be 
associated with other serum proteases and 


serum proteolytic enzyme inhibitors. 
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Acute Porphyria and Coproporphyrinuria Following 


Chloroquine Therapy 


A Report of Two Cases 


MAJOR MICHAEL J. DAVIS, and MAJOR DARL E. VANDER PLOEG (MC), U. S. Army 


The fact that acute intermittent porphyria 
can be precipitated by various chemicals is 
well recognized and amply reported in the 
literature.'* The chemicals most frequently 
described as initiating the clinical picture of 
acute intermittent porphyria are the bar- 
biturates, sulfonmethane (Sulfonal), sul- 
fonethylmethane (Trional), alcohol, and 
allylisopropylacetylcearbamide (Sedormid). 
Waldenstrém* first demonstrated that the 
barbiturates are capable of precipitating 
acute attacks of porphyria in individuals 
having latent porphyria but who were pre- 
viously free of symptoms. In September, 
1954, Linden et al.® reported the case of a 
patient who had an episode typical of acute 
intermittent porphyria shortly after receiv- 
ing chloroquine. This patient was under 
treatment for six years for chronic discoid 
lupus erythematosus. Four days after the 
patient was started on chloroquine therapy, 
0.5 gm. daily, he developed chills, low-grade 
fever, vomiting, and abdominal pain. His 
urine turned Burgundy red, and tests were 
positive for uroporphyrin and coproporphy- 
rin. Discontinuation of the chloroquine was 
followed by a clearing of the symptoms 
within two days and a disappearance of 
coproporphyrin and uroporphyrin from the 
urine within four months. 
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Excretion of excessive amounts of cop- 
roporphyrin is a fairly constant feature in 
patients with lead poisoning and is also evi- 
dent in liver disease, chronic alcoholism, 
some febrile diseases, Hodgkin’s disease, 
and a number of other conditions. Although 
chemicals other than lead can precipitate 
the excessive excretion of coproporphyrin, 
chloroquine has not previously been de- 
scribed as doing so. 

The following case reports concern two 
patients, one of whom developed the clinical 
syndrome of intermittent acute porphyria 
following the ingestion of chloroquine, and 
the second of whom developed abdominal 
symptoms and coproporphyrinuria shortly 
after taking chloroquine. 


Report of Cases 


Case 1.—A 35-year-old white man was seen 
in the Dermatology Clinic of the 130th Station 
Hospital on May 13, 1955. A year previously he 
had developed three erythematous atrophic lesions 
associated with partial alopecia on the posterior 
scalp. About the same time, he developed a patch 
of leathery, hyperpigmented skin on the anterior 
chest and a similar lesion on the forehead. A 
diagnosis of discoid lupus erythematosus of the 
scalp and of localized scleroderma of the chest 
and forehead was made. These diagnoses were 
confirmed by biopsy examination. Past history 
revealed a heavy consumption of alcohol for the 
preceding 10 or 12 years. In 1950 he passed red 
urine for a few days, but the etiology was not 
determined at that time. There is no history of 
bullae developing after exposure to sunlight. 
Otherwise, the general health of the patient has 
been good. 

On May 26, 1955, the patient was started on 
chloroquine 0.5 gm. daily. For six weeks prior 
to that time he had taken no medications. On 
May 29, 1955, he developed nausea and anorexia 
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and began to pass red urine. The chloroquine was 
discontinued, and the patient was admitted to the 
hospital. Physical examination was normal except 
for the skin. The face and neck had a very dark 
red appearance. On the posterior scalp there were 
three round lesions, each approximately 2.5 cm. 
in diameter. The lesions were erythematous and 
atrophic, with associated alopecia in these areas. 
On the anterior chest was a hyperpigmented 
leathery flat lesion 4 cm. in diameter. A similar 
lesion was noted along the anterior hairline of 
the scalp. Laboratory examination of the urine 
was negative for occult blood. The urine uro- 
bilinogen was positive at 1:50 dilution. fests for 
urinary porphyrins were as follows: copropor- 
phyrin, 2951 mg. per 24-hour specimen; total 
uroporphyrins, 20.2 mg. per 24-hour specimen of 
urine. Porphobilinogen was positive. The urinary 
porphyrins gradually decreased, and after one 
month the uroporphyrin excreted per 24 hours 
was 0.4 mg. Shortly after admission, the sulfo- 
bromophthalein (Bromsulphalein) test showed 
47.5% retention of the dye; serum bilirubin, 3.4 
mg. per 100 cc.; thymol turbidity, 5.5 units. The 
liver function tests returned to normal three weeks 
after admission to the hospital except for 16.1% 
sulfobromophthalein retention. A liver biopsy re- 
vealed chronic cirrhosis of the Laennec type. 
During the next six months the patient felt well 
and had no recurrence of porphyrinuria. 


CasE 2.—A 49-year-old white man was admitted 
to Brooke Army Hospital on April 25, 1955, com- 
plaining of nausea, vomiting, abdominal pain, and 
dark urine. These symptoms were present for 
48 hours. On April 21, 1955, the patient was in 
a fight and developed blisters on the dorsum of 
both hands soon afterward. The following day 
he was seen by a physician because of the blisters 
and gave the history that for the past six years 
he had developed blisters on his hands following 
exposure to the sun and occasionally following 
trauma to the skin. He was started on chloroquine 
0.5 gm. daily. Twenty-four hours after starting 
on the drug, he developed nausea and vomiting and 
noted that his urine was dark red. The day prior 
to admission he vomited some coffee-ground ma- 
terial and had generalized abdominal cramping. 
For approximately 20 years the patient has regu- 
larly consumed alcohol and rarely drinks less 
than six cans of beer a day. In 1929 the patient 
had syphilis and was treated for several years 
with injections. In 1933 he had “yellow jaundice” 
and was hospitalized for several months. Since 
that time he claims good health. The patient does 
not know of any disease in his family. 

On admission to the hospital the patient was 
acutely ill, Physical examination disclosed the 
following pertinent findings: Temperature was 
formal; there was tenderness of the abdomen 
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on palpation, and it was more marked in the right 
upper quadrant of the abdomen; there was no 
rigidity, and no masses or viscera were palpable; 
there were bullae on the hands. The remainder 
of the physical examination was within normal 
limits. 

A 12-hour specimen of urine on the day of 
admission contained 1127 mg. of coproporphyrin 
and no porphobilinogen or uroporphyrin. Three 
days later, a 24-hour specimen of urine contained 
693.7 mg. of coproporphyrin, and no porphobilino- 
gen or uroporphyrin. Further laboratory studies 
on admission to the hospital were as follows: 
Hemoglobin 15.6 gm. per 100 cc.; white blood 
count 17,400; differential count, neutrophils 85%, 
lymphocytes 12%, monocytes 1%, and eosinophils 
2%; sedimentation rate 40 mm. in one hour; 
serology—negative; blood urea nitrogen 26.5 mg. 
per 100 cc.; serum sodium, potassium, chlorides, 
and COs all normal; urinalysis—specific gravity 
1.028, no albumin or sugar, microscopic examina- 
tion—negative; chest x-ray within normal limits. 

Chloroquine was discontinued when the patient 
was hospitalized, and he was treated with bed 
rest and intravenous fluids for 48 hours. The 
patient became asymptomatic in 24 hours and 
was ambulatory on the third day of hospitalization. 
He then left the hospital against advice and 
before further studies could be performed. When 
the patient was seen six weeks later he felt well, 
and physical examination was normal except for 
mottled hyperpigmentation on the dorsum of the 
hands. The urine contained only traces of copro- 
porphyrin and no uroporphyrin or porphobilinogen. 
Liver function studies at that time were as fol- 
lows: cephalin cholesterol flocculation 3+ in 48 
hours; thymol turbidity 7.6 units; serum bilirubin 
0.3 mg. per 100 cc.; van den Bergh direct 0.2 mg. 
per 100 cc., indirect 0.1 mg. per 100 cc.; total 
cholesteroi 143, esters 60%. 


Chloroquine Toxicity 


Chloroquine is a 4-aminoquinoline com- 
pound containing the same alkyl side chain 
as quinacrine, and it is closely related to 
pamaquine and pentaquine.® It has been 
widely used as a malaria suppressant in 
doses of 0.5 gm. given as the phosphate once 
weekly. At this dosage, side effects are 
uncommon. In recent years, chloroquine has 
been found effective in the treatment of 
chronic discoid lupus erythematosus and 
light-sensitive eruptions and has been given 
empirically to scores of other patients. The 
dosage of chloroquine commonly used in the 
treatment of chronic discoid lupus erythem- 
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atosus and light-sensitive dermatoses has 
ranged from less than 0.1 gm. to more than 
0.5 gm. daily. The percentage of side-reac- 
tions is greater when higher dosages of the 
drug are given. 

Chloroquine is almost completely absorbed 
from the gastrointestinal tract and is slowly 
excreted from the body.’ Chloroquine is 
largely degraded in the body by de-ethylation 
to the corresponding secondary amine, but 
the nature of the degradation products is 
not fully known. Only 10% to 20% is 
found unchanged in the urine. With a dose 
of 0.5 gm. weekly the peak plasma level 
varies between 150 and 250yg/liter. The 
level falls to the range of 20 to 40ug/liter 
in the course of seven days.’ The drug 
reacts with nucleates and nucleoproteins. It 
is concentrated in the tissues; in animals 
200 to 700 times the plasma concentration 
of the drug has been found in liver, spleen, 
kidney, and lung.’ Acidification of the urine 
enhances excretion of chloroquine.® 

Alving et al.° performed a controlled 
study on the occurrence of toxic manifesta- 
tions in a group of 40 male prisoners who 
were given chloroquine orally for one year. 
Of the test subjects, 20 were given 0.3 gm. 
of chloroquine daily for 77 days and the 
toxic reactions noted were (1) visual diffi- 
culties ; (2) bleaching of the hair; (3) EKG 
changes; (4) weight loss; and (5) head- 
ache. Two subjects who were given 0.5 gm. 
chloroquine daily for one year developed 
lichen-planus-like eruptions.1! Urine uro- 
bilinogen, serum bilirubin, and cephalin 
cholesterol flocculation tests were performed 
periodically on the subjects in this study, 
and no alterations from normal were en- 
countered. 

In a similar study, Berliner et al.? gave 
chloroquine to a group of 32 young healthy 
volunteers who were under close super- 
vision. Twelve of the thirty-two subjects 
developed no toxic symptoms during the five 
weeks they were taking the drug, and only 
one subject had symptoms: attributable to 
the drug on a dosage less than 400 mg. a 
day. One subject complained of generalized 
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itching while receiving 450 mg. of chloro- 
quine daily. 

In both the preceding studies, no gastro- 
intestinal disturbances were noted while the 
subjects were receiving chloroquine. 

Pillsbury and Jacobson !* reported on the 
treatment with chloroquine of 16 patients 
with chronic discoid lupus erythematosus, 
The patients were given chloroquine in doses 
varying from 0.25 gm.-to 0.5 gm. daily, 
and the clinical effects of the drug on the 
eruptions were very good. No significant 
toxic effects were noted during an observa- 
tion period varying from 4 to 10 months, 

Rogers and Finn? treated with chloro- 
quine 45 patients who had chronic discoid 
lupus erythematosus, and 24 patients with 
light-sensitive summer eruptions. The ma- 
jority of these patients were given 0.25 gm. 
five times a week. A few received 0.25 gm. 
twice daily. The duration of therapy with 
chloroquine varied from 3 weeks (total 3.75 
gm.) to 34 weeks (total 42.5 gm.). Several 
patients developed blurring of vision after 
receiving 0.5 gm. daily. The side-effects in 
those patients receiving 0.25 gm. daily, sel- 
dom necessitated discontinuation of therapy 
with chloroquine. Isolated instances of head- 
ache, nausea, giddiness, and abdominal pain 
were noted, and one patient developed an 
erythema-multiforme-like eruption which 
disappeared during treatment with chloro- 


quine. Several of the patients developed 
staphylococcal infections while receiving 
chloroquine. 


Ayers and Ayers '* reported on the treat- 
ment with chloroquine ot 53 patients who 
had lichen planus and other dermatoses. 
Their patients were given 250 mg. of chloro- 
quine orally twice daily for one week; the 
dose was then reduced to 250 mg. daily. 
There were six instances of minor side 
reactions, such as visual disturbances, dizzi- 
ness, gastric distress, lassitude, and diarrhea. 
Four patients developed a dermatitis medica- 
mentosa two to four weeks after being 
started on chloroquine. In an addendum to 
their paper the authors mention four addi- 
tional instances of dermatitis medicamentosa 
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attributable to the use of chloroquine; one 
of these patients developed methemoglob- 
jnuria. 


Comment 


Case 1 presents both cutaneous manifesta- 
tions and abdominal signs, and probably 
represents an example of the mixed type 
of hepatic porphyria. It is noteworthy that 
the patient had discoid lupus erythematosus 
in addition to hepatic porphyria and that 
the patient reported by Linden et al.> had 
similar findings. Abdominal symptoms and 
the appearance of large amounts of por- 
phyrins in the urine occurred a few days 
after the patient began taking chloroquine. 
Rimington 1° has described cases of por- 
phyria of the cutanea tarda type, where 
the disease began with manifestations of 
photosensitivity and examination showed 
excessive urinary excretion of coproporphy- 
rin and uroporphyrin during acute attacks 
of abdominal colic associated with jaundice. 
During remission these patients had exces- 
sive amounts of porphyrins in the feces but 
not in the urine. Similar changes in uro- 
bilinogen excretion at these times and the 
appearance of jaundice suggested that each 
attack was accompanied by an episode of 
hepatic insufficiency. 

It is evident that the patient has had 
long-standing liver disease because the liver 
biopsy showed the changes of Laennec’s 
cirrhosis. Chloroquine probably precipitated 
an episode of hepatic insufficiency. Liver 
function tests were markedly abnormal after 
the patient received chloroquine but returned 
toward normal after the drug was discon- 
tinued. 

Brunsting 1® has stressed the frequent 
occurrence of hepatic dysfunction and alco- 
holism in patients with the cutanea tarda 
type of porphyria. Watson?! believes that 
with the available evidence, no conclusions 
can be drawn regarding the exact relation- 
ship of liver disturbances to porphyria. 

The mechanism whereby drugs such as 
sedormid produce porphyria is but poorly 
understood. Schwartz? states that “The ex- 
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cretion of excessive amounts of porphobilin- 
ogen constitutes a basic abnormality in 
sedormid-treated animals and in patients 
This 
might conveniently be due to a block in its 


with acute intermittent porphyria. 


further metabolism or to its production at 
a rate which exceeds the capacity of the liver 
to metabolize it.” The latter has been shown 
to be true by his group. 

Case 2 would appear to have porphyria 
cutanea tarda clinically, but uroporphyrins 
were not demonstrated to be present. Wat- 
son and Larson ™ point out that the forma- 
tion and excretion of uroporphyrin I has 
come to be recognized as a characteristic 
feature of the metabolic error which consti- 
tutes porphyria, in contradistinction to the 
idiopathic or secondary coproporphynurias. 
However, it has been reported by Brun- 
sting 1° that in some instances uroporphyrin 
may be absent from the urine and feces of 
patients with porphyria cutanea tarda. Had 
it been possible to follow our patient for 
a longer period, intermittent excretion of 
uroporphyrin might have been demonstrated. 

It is suggested that studies for urinary 
porphyrins be performed on patients with 
cutaneous manifestations of sun sensitivity 
or with hepatic disease before they are given 
chloroquine therapeutically. 


Summary 


Two patients are reported who developed 
toxic reactions shortly following chloroquine 
therapy. Chloroquine in one patient caused 
abdominal symptoms, hepatic dysfunction 
and increased urinary excretion of uropor- 
phyrins, coproporphyrins, and porphobilin- 
ogen, and in another patient caused 
adbominal symptoms and increased excretion 
of coproporphyrins. These changes were 
apparently reversible after the drug was 
discontinued. A brief review of chloroquine 
toxicity is presented. 

Walter Reed Army Medical Center, Washing- 
ton, D. C. (Major Davis). 
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Announcements 





International Congress of Dermatology.—Attention of dermatologists is again di- 
rected to the International Congress of Dermatology to be held in Stockholm, July 31 to Aug. 


6, 1957. 


Information in regard to registration, etc., may be obtained from the American 


Secretary, Dr. James R. Webster, 55 E. Washington St., Chicago 2. Travel arrangements can 
be made through the International Travel Service, 119 S. State St., Chicago 3, which has been 
designated by the American Academy of Dermatology and Syphilology as its official repre- 


sentative. 
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Porphyria Cutanea Tarda 


Report of Case Successfully Treated with Chloroquine 


IRVING D. LONDON, M.D., Montgomery, Ala. 


Porphyria cutanea tarda, or chronic por- 
phyria, is a rare disease, in which there is 
yesicle formation on parts exposed to the 
sun, especially the face and hands. Its 
successful treatment has not previously been 
reported, even with the use of the steroid 
hormones, dimercaprol (BAL),! folic acid, 
vitamin Bis, or riboflavin.” 

Chloroquine has been used more or less 
successfully in the treatment of chronic 
discoid lupus erythematosus,*? solar derma- 
titis, and hydroa estivale,* all considered to 
be related to sunlight sensitivity. Because of 
the definite relationship of bulla and vesicle 
formation, following exposure to the sun, 
in a patient with chronic porphyria, chloro- 
quine has been tried and found to clear the 
lesions completely in a short time. 

The case report of this patient follows: 

A 47-year-old white man came in on Feb. 2, 


1955, with a history of an eczematoid blistering 
eruption on the hands, wrists, and forearms for 


Received for publication Dec. 12, 1956. 


Fig. 1. — Lesions of 
porphyria cutanea tarda 
on hands. 
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two years. He stated the itching and vesicles would 
be worse on exposure to sunlight. Occasionally he 
has also noticed an itching vesicular lesion on his 
face. He had been treated by his home physician 
with various local applications, including Neo-Cor- 
tef ointment,* coal tar ointments, Covicone cream,t 
and antibiotic ointments, with no improvement. 
During 1954, he had consulted a medical clinic 
where a diagnosis of chronic dermatitis was made 
after a skin biopsy. He was given corticotropin 
(ACTH) and oral cortisone there, with only 
subjective improvement of itching, but the skin 
lesions continued to develop. 

On examination on Feb. 2, 1955, there were 
numerous excoriations and lichenified papules on 
both hands, both wrists, and the right cubital space. 
(Fig. 1). At a later date, several lesions were 
also noted on the cheeks and forehead. (Fig. 2). 
Occasionally, a single blister would be seen. 

He was given five superficial x-ray treatments 
of 70 r each to these areas, with no improvement. 


A trial with sulfapyridine did not help, nor did 


* Ointment containing hydrocortisone acetate 


and neomycin sulfate. 

+ A plasticized combination of silicone (dimethyl- 
polysiloxane), nitrocellulose, and castor oil in a 
vanishing cream base. 














Fig. 2—Same patient as Figure 1. Lesions on 
face. 


any local applications seem to improve his condi- 
tion. 

On March 30, 1955, a single clear vesicle, which 
was unruptured, was found on the ulnar edge of 
his left hand. This was excised for biopsy, and 
sent to Dr. Hermann Pinkus, dermatopathologist 
of Monroe, Mich. His biopsy report follows: 

“The sections show a bulla which results from 
complete separation between the epidermis and 
corium. The papillae stick up naked, in the fes- 
tooning arrangement recently described by Brun- 
sting et al. for porphyria blisters. As_ these 
authors admit, this configuration is of course not 
specific for that disease.® There is barely any 
inflammatory reaction. 

“Conclusions: Findings are well compatible with 
epidermolysis bullosa. Porphyria cutanea tarda 
should be ruled out. No evidence of eczematous 
changes.” ; . 

At Dr. Pinkus’ suggestion, the patient was in- 
vestigated for porphyria cutanea tarda. The pa- 
tient, at this time, stated that he had noted that 
his urine would turn dark on standing. Porphyrin 
test on the urine was positive on May 2, 1955, 
using Ehrlich’s benzaldehyde test. There was 
fluorescence of the urine under Wood’s light. 

Urinalysis: Color, port wine; reaction, alkaline; 
specific gravity, 1.010; albumin, negative; sugar, 
negative. Microscopic: W. B. C., occasional; 
R. B. C., 0; epithelial cells, 1-2; casts, 0; crystals, 
0. 

Blood, May 9, 1955: R. B. C. 5,010,000; W. B. C. 
10,500; Hb. 97%, 15.5 gm. , 

Differential: basophils 3; segmented forms 59; 
mononuclears, 6; stabs forms 1; lymphocytes 31. 
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Sulfobromophthalein test: After five minutes 
43% concentration (normal 30%-70% retention), 
After 30 minutes 8.5% concentration (normal 10% 
or less). 

Because of the port wine color and the fluores- 
cence of the urine, it was considered that uro- 
porphyrin was present in the urine. Ehrlich’s 
reagent indicated prescence of porphobilinogen, 

The patient was followed on and off during the 
summer of 1955 and given various steroid hor- 
mones, corticotropin, hydrocortisone, prednisolone, 
and multiple vitamins, with no improvement noted, 
He was shown at a meeting of the Alabama 
Dermatologic Society on Oct. 25, 1955, at which 
there was agreement generally with the diagnosis 
of porphyria cutanea tarda. The patient again 
mentioned his sensitivity to sunlight. At this meet- 
ing, there was some discussion regarding the use 
of chloroquine in the light-sensitivity dermatoses, 
Therefore, I decided to use this drug for this 
patient. On Oct. 26, 1955, he was started on 
chloroquine tablets, 0.25 gm., twice daily. He 
stated he noticed almost immediate improvement, 
He was not seen again until Dec. 13, at which 
time he had been on chloroquine therapy for about 
seven weeks. He has not had any new vesicles 
since then. The dose was reduced to one chloro- 
quine tablet daily until March 10, 1956. He was 
again shown to another meeting of the Alabama 
Dermatologic Society on March 25, 1956, to show 
the results of his treatment. He has had no ves- 
icles since beginning his treatment with chloro- 
quine. After the March meeting he reduced the 
dosage to one tablet daily or one every other day, 
occasionally omitting the medication for a week. 

He has omitted chloroquine completely since 
Aug. 25, 1956. There were no new lesions during 
this time and until Oct. 25, 1956, one year after 
onset of therapy. 

He states that his urine is not the dark ma- 
hogany color he noticed prior to treatment. It is 
a dark amber. 

Urinary porphyrin studies performed on Oct. 18, 
1956, were reported as follows: coproporphyrin, 
negative; uroporphyrin, negative; porphobilinogen, 
positive; no color change after sitting 24 hours; 
color of urine, amber. 


Comment 

The treatment of porphyria, both of the 
acute and the chronic or cutaneous types, 
has been unsuccessful in the past. Paul and 
Thyresson ! reported using dimercaprol for 
six days in a case of cutaneous porphyria 
and noticed relief from light sensitivity dur- 
ing the course of his treatment, but blisters 
appeared after sunlight exposure 30 hours 
after the last injection. Brunsting’s cases 
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failed to respond to vitamin Bye, folic acid, 
or riboflavin.” 

Recently, Melby, Street, and Watson ® re- 
ported using chlorpromazine in the treat- 
ment of acute porphyria, with some clinical 
improvement of the neurologic manifesta- 
tions but no change in the porphyria studies. 

The present report would appear to be 
the first in which prolonged relief has been 
effected in porphyria cutanea tarda, with 
complete remission of bulla formation fol- 
lowing treatment with chloroquine. Uropor- 
phyrin has apparently disappeared from the 
urine following treatment. This patient has 
been followed for one year following begin- 
ning of therapy, for eight months with in- 
termittent therapy, and for two months with 
no therapy, with no further manifestation of 
the disease. 


Summary 


A case of porphyria cutanea tarda is 
reported in which the use of chloroquine 
cleared bullae, sunlight sensitivity, and 
porphyria. This patient has been followed 
for one year after onset of therapy and has 
remained clear of skin lesions. 


London 


The laboratory findings indicate that 
uroporphyrin has disappeared from the urine 
after this treatment. 

122 S. Ripley St. (5). 
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Localized Eczema Induced by House Dust Extract 


Injections 


VINCENT J. DERBES, M.D., New Orleans, and MARCUS R. CARO, M.D., Chicago 


The possible importance of household 
dust or other inhalants in the causation of 
atopic eczema has been referred to re- 
peatedly.?® 

The subjects of these reports have been 
victims of atopic eczema at the time of the 
study. Rostenberg® has correctly com- 
mented that “It has been shown that alien 
proteins, when they get into the circulation, 
tend to localize preferentially in areas of 
preexisting inflammation. Therefore, when 
this patient inhales the mold, which is an 
alien protein, it will tend to localize pref- 
erentially in preexisting areas of inflamma- 
tion, which are areas of the dermatitis. 
Inasmuch as the patient is sensitive to this 
material, an antigen-antibody union will 
take place at the site of deposition of the 
allergen; and it is not surprising that, as a 
consequence of such a union, the preexisting 
dermatitis should flare.” 

In the past 10 years we have observed 
the development of circumscribed areas of 
eczema in allergic individuals who were be- 
ing treated for hay fever or bronchial 
asthma by means of house dust extract 
injections. Most of these persons had no 
present or past atopic eczema. 


Report of Illustrative Case 


A 23-year-old white woman presented herself 
on Oct. 25, 1955, for the treatment of long-standing 
bronchial asthma. Her attacks were worse between 
October and April and were precipitated by sudden 
weather changes. She had observed that exposure 
to house dust would be followed by an episode of 
bronchial asthma. Her observation was confirmed 
by skin testing, which gave a significantly positive 


Submitted for publication Nov. 1, 1956. 
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reaction to household dust. She was instructed in 
house dust avoidance, and desensitization was be- 
gun, starting in a strength of 1:200,000. Within 
two months a dose of 0.25 cc. of 1:200 was 
reached. This was given as a maintenance injection 
twice weekly, alternating arms with each dose. 
After six injections (three in each arm) she no- 
ticed an area of eczema at the sites of administra- 
tion. These measured about 1% in. in diameter, 
They were erythematous, slightly scaly, and slightly 
pruritic. The dosage was reduced by 0.15 cc. of 
1:200, and within three weeks the lesions had dis- 
appeared without any topical or systemic treat- 
ment. The dose was increased to 0.20 cc., and 
after two injections in either arm the eczematous 
patches reappeared. 

Histopathology.—A specimen was removed from 
a patch on the right arm, and sections were stained 
with hematoxylin-eosin (Figure). In the epidermis 
there were several small areas of acanthosis in- 
volving both the rete pegs and the suprapapillary 
rete. In these areas the granular layer was intact, 
and above it lay a parakeratotic scale. There was 
a slight intercellular edema throughout the epi- 
dermis and also intracellular edema in the intact 
basal layer. In the upper corium the blood vessels 
were dilated and each was surrounded by a sharply 
outlined mantle of cellular infiltrate. This was 
composed chiefly of lymphocytes and _ histiocytes 
separated from each other by considerable edema 
and it extended downward about the deeper vessels. 
The hair follicles and sweat glands showed no 
pathological features. 

It is not our claim that these areas are 
to be interpreted as being identical with 
atopic eczema. We do feel, however, that 
they add support to the concept that the 
skin may respond to inhalant substances 


by the development of eczema. 


Summary and Conclusions 


In an asthmatic patient, not the victim 
of atopic eczema, patches of eczema ap 
peared at the sites of injection after several 
months of intensive dust vaccine therapy. 
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Biopsy showed the histopathologic findings 
of eczema. 
1430 Tulane Ave. (12) (Dr. Derbes). 
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The Relationship of Atopic Allergy and Dermatitis 


JOHN S. STRAUSS, M.D., Boston, and ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


Urticaria and angioedema are the proved 
allergic cutaneous expressions of the atopic 
state. In contrast to these purely vascular 
reactions, it is by no means certain that an 
eczematous or dermatitic reaction, with its 
prominent inflammatory changes in the epi- 
dermis and corium, can result from the 
specific action of atopic allergens (atopens). 
Nonetheless, some dermatologists and most 
allergists believe that inhalation and inges- 
tion of atopens contained in foods, pollens, 
molds, wool, etc., may be the direct cause of 
the lesions of atopic dermatitis and certain 
eczematous eruptions, particularly of the 
hands (food allergy, mold allergy, etc.).1*° 
Whether there is a mechanism by which 
atopens can produce dermatitis in addition 
to urticaria and angioedema is the subject 
of this paper. Since the numerous clinical 
observations supply arguments for either 
side of this question according to one’s pref- 
erence, we have resorted to an experimental 
approach in an effort to resolve the dilemma. 

Infantile atopic dermatitis well illustrates 
the nature of the problem. The dermatitis 
seen in this condition has three possible 
etiologic relationships to the atopic state: 
(a) the dermatitis may be a specific cu- 
taneous manifestation of an atopic allergic 
reaction; that is to say, there is a primary 
etiologic relationship; (b) there may be no 
specific etiologic relationship at all; none- 
theless, there may be a statistical relation- 
ship in that the disease tends to occur in 
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atopic persons; (c) there may be an indirect 
relationship through which atopens may ag- 
gravate preexisting lesions. 


The first possibility is the view that has 
prevailed for years. The arguments ad- 
vanced for its support are: flare-ups may 
follow injection,®* 111216 jnhalation,®%.%12 
and ingestion of atopens!: moreover, 
avoidance of, or desensitization to the spe- 
cific atopens may lead to clearing of the 
lesions.1:*11:15.16 Rostenberg,!7_ in a re- 
freshing examination of this orthodox view- 
point, has contended vigorously against it, 
citing, in our estimation, some very com- 
pelling arguments, namely: (a) flareups 
provoked by exposure to atopens are limited 
exclusively to previous sites of dermatitis, 
active or healed, and never occur in new 
sites; (b) intracutaneous injection of the 
atopen into the shock organ, the skin, does 
not reproduce the characteristic manifesta- 
tion of the disease, a dermatitis, but rather 
a totally different reaction, a wheal *; and 
finally (c), neither antihistaminics nor 
epinephrine have any confirmed therapeutic 
effect as they sometimes do in other atopic 
states such as asthma and hay fever. 

In regard to the second possibility, 
namely that atopy and the dermatitis are 
often associated, but that one is not the 
cause of the other, we consider this to be 
the correct interpretation in the over- 
whelming majority of cases. It would be 
far more satisfying to enter positive proofs 
in support of this view, but this could be 


* This point is not without contention, for both 
Hermann” and Loveless® have produced a 
transitory dermatitis with topical application of 
specific pollens to the normal skin. We ourselves 
applied the specific allergens to which our subjects 
were sensitive to an area on the forearm of every 
subject daily for three weeks without producing 
a dermatitis. 
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ATOPIC ALLERGY—DERMATITIS 


done only if the real cause of atopic derma- 
titis was known. Lacking this, we affirm 
it through the exclusion of other possibili- 
ties (which, although logical, may still be 
wrong ). 

The data which will be presented now 
are, to our knowledge, the first experimental 
demonstration of the third possibility, 
namely, that there is a mechanism by which 
specific atopens can provoke flares of an 
existing etiologically unrelated dermatitis in 
susceptible individuals and thus be an in- 
direct or secondary etiological agent in 
atopic dermatitis, a view already anticipated 
by Rostenberg.’” 


Methods 


By scratch testing more than 100 male subjects 
with common atopens, (cat hair, sheep wool, house 
dust, short ragweed, timothy, Alternaria, Homoden- 
drum, crab, cocoa, egg white, cow’s milk, pork, 
and wheat +), we selected a panel of eight sub- 
jects who gave strong positive tests to one or 
more atopens. None of these men had atopic 
dermatitis; however, five had bronchial asthma, 
one had hay fever, and one had a history of acute 
urticaria. All of these subjects were also sensitive 
to Rhus antigens; therefore, it was possible to 
provoke allergic contact dermatitis by patch tests 
with pentadecyl catechol (PDC), one-of ‘the anti- 
gens of the poison ivy plant. The experimental 
plan was designed to show whether or not the 
dermatitic patch test reaction could be altered by 
the administration of specific atopens by different 
routes (intranasal, subcutaneous, and by direct 
application). It is necessary to emphasize that 
fepeated patch testing with PDC does not alter 
the level of contact sensitivity, and that the patch 
tests are readily reproduciable. Thus, this is an 
ideal agent for a study of the present type. Care 
was taken to insure that each patch test was 
applied to skin sites not previously used in the 
experimental studies. 


Surface Application of the Atopens 


On both forearms of six subjects 0.25 cc. of a 
1:1000 dilution of PDC in acetone was introduced 
into a cup 2.9 cm. in diameter and dried under 





+From Hollister-Stier Laboratories, Philadel- 
phia. For scratch testing, direct application, and 
intranasal instillation, unadulterated whole pro- 
tein extracts, 1:10, and pollen extracts, 1:20, both 
in 50% glycerin, were used. For subcutaneous 
injections, similar products, appropriately diluted, 
were used. 
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a stream of air. One side served as a control. 
When the resulting dermatitis was at its peak, 
one drop of the specific atopen (crab 1:10 or 
short ragweed 1:20) in glycerin was applied once 
daily to the test sites. 

In three subjects there was an intensifica- 
tion of the dermatitis in the area exposed 
to the atopens. In addition, all complained 
of increased pruritus at this site, and in one 
individual the site actually became licheni- 
fied due to scratching. In this subject, heal- 
ing was delayed for about two weeks as 
compared with the control, while in the 
others the healing rates were comparable 
on both sides. 

Intranasal Administration of the Atopen 

Three drops of the concentrated atopen in glyc- 
erin were instilled intranasally twice daily in 
four subjects. One week later, quantitative patch 
tests with 1:1000, 1:10,000, 1:100,000 and 1 :500,000 
PDC in acetone were applied to the forearms in 
the manner described above. The intranasal in- 
stillations were continued until the areas of derma- 
titis healed. Quantitative patch tests performed 
prior to the experimental procedures afforded a 
basis for comparison. The results are shown in 
Table 1. 

In two subjects, a dermatitis was induced 
with dilutions of PDC previously incapable 
of causing a reaction, indicating an apparent 
increased -sensitivity to PDC. More im- 
portant than this is the experience of W. J., 
who developed persistent pruritic lichenified 
plaques at each of the test sites during the 
administration of the atopen. This reaction 
lasted for seven weeks at which time the 


TABLE 1.—Effect of Intranasal Instillation of 
Atopens on Experimental Contact Dermatitis 








Subject 
Wd. 


Result 


Titration to PDC unchanged; how- 
ever, healing definitely prolonged; 
activity still marked 3 wk. after onset 
of contact dermatitis (control titration 
healed in 10 days); marked excoria- 
tions and pruritus; beginning licheni- 
fication at 3 wk.; lichenification per- 
sisted for 7 wk., at which time the 
administration of crab antigen was 
stopped; lichenification, associated 
with intermittent pruritus, still pre- 
sent 1 mo. later 
E. B. Short ragweed Control titration positive to 1:1000 
(1:20) PDC only; titration while receiving 
short ragweed positive all the way to 
1:500,000 PDC; no delay in healing. 


Antigen 
Crab (1:10) 


D. W. Crab (1:10) Control titration positive to 1:10,000 
PDC; titration while receiving crab 
— to 1:100,000 PDC; no delay in 
ealin: 
8s. W. 


4 
Short ragweed No difference 
(1:20) 
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TaBLe 2.—Effect of Subcutaneous Injection of Atopens on Experimental Contact 


Dermatitis 








Subject 


Antigen 


Average Amount Given 


During Test 
J.F. Short ragweed 0.2 cc. of 1:1000 3 times wk. 
w.dJ. Crab 0.5 cc. of 1:1000 3 times wk. 
W.L. Short ragweed 0.5 ce. of 1:1000 3 times wk. 
M.M._ Short ragweed 0.3 ec. of 1:1000 3 times wk. 
D.W. Crab 0.3 cc. of 1:1000 3 times wk. 
8. W. Short ragweed 0.5 ec. of 1:1000 3 times wk. 
F. R. Short ragweed 0.3 cc. of 1:1000 3 times wk. 


Result 


Reacted to 1:500,000 PDC (control reaction limited to 1:10,000 PDC); 
during healing developed marked flare with pruritus, erythema, and 
definite lichenification; healing delayed (5 wk. vs. control of 3 wk.) 
No change in quantitative patch tests; during healing developed 
marked pruritus following the injection of the atopen with excor. 
eet slight lichenification; healing delayed (4 wk. vs. contro} 
of 2 wk. 

Reacted to 1:100,000 PDC (control reaction limited to 1:10,000 PDC); 
insignificant delay in healing 

Reacted to 1:1000 PDC (control negative to 10% PDC) 

Reacted to 1:10,000 PDC (control reaction limited to 1:1000 PDC); 
no effect on healing 

No change in quantitative patch tests; transient pruritus with a 
1-wk. delay in healing 

No difference 





administration of the atopen was discon- 
tinued. Lichenification, associated with 
pruritus, continued for over one month after 
the last dose of the atopen. 


Administration the 


Subcutaneous of 
Atopen 

In seven subjects, gradually increasing amounts 
of the atopens were given subcutaneously two to 
three times weekly, according to tolerance. When 
the subjects were receiving relatively large in- 
dividual dosages (averaging 0.2 to 0.3 cc. of a 
1:1000 dilution of the atopens), quantitative patch 
tests were done as in the previous study. This 
time the control patch tests were performed after 
completion of the treatment period. Table 2 sum- 
marizes the results. 

Three subjects reacted to higher dilutions 
of PDC as compared with the controls. 
Two of these developed transient plaques 
of lichenification. In J. F. this reaction 
was striking and lasted for five weeks, 
during which time the subject was con- 
siderably annoyed by pruritus. A fourth 
subject (M. M.) showed a reaction to 
1:1000 PDC, whereas he normally did not 
respond to even 10% PDC. 


Comment 


These experiments have shown that the 
administration of atopens intranasally, sub- 
cutaneously, and epicutaneously may aug- 
ment the dermatitis provoked by contact 
allergens. It is also a likelihood that other 
inflammatory dermatitides other than con- 
tact dermatitis flare following exposure to 
atopens, but this has not been specifically 
investigated. During the administration of 
the atopens, the skin will react with inflam- 
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mation to quantities of contact antigen 
which were previously innocuous and, 
furthermore, existing areas of dermatitis 
may flare. The flare-ups are associated with 
intense pruritus, which may lead eventually 
to lichenification from scratching. Healing 
may, therefore, be considerably delayed, and 
the original contact dermatitis may acquire 
the typical characteristics of a neuroderma- 
titis. We wish particularly to point out 
that the flare-ups were confined to sites 
involved in a dermatitis. 

Insight into the probable mechanism of 
the flare-up reaction is afforded by studies 
which demonstrate the localization of for- 
eign substances at sites of inflammation.?°* 
For example, hematogenously distributed 
agents, whether soluble (such as dyes, pro- 
teins, etc.),23?5 or insoluble particulate 
matter (such as metals and bacteria) 2%?) 
24,26 tend to concentrate at inflamed sites 
and become fixed there. Furthermore, if 
such agents are directly introduced into a 
site of inflammation, their diffusion there- 
from will be materially reduced. In the 
case under discussion, the foreign substance 
is the protein atopen, and the site of in- 
flammation is the experimental plaque of 
contact dermatitis. The assumption is made 
that the atopen is concentrated at the pre- 
pared inflammatory sites, provoking there 
the usual cutaneous vascular reaction of 
atopic allergy, attended by leakage of fluid 
and vasodilatation. The manifestation is not 
the typical urticarial one because of the 
dominant effect of the existing dermatitis. 
In fact, we have been able to show that the 
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injection of histamine into a dermatitic area 
induces itching, but the wheal is masked by 
the overlying dermatitis. We consider that 
the nature of the existing dermatitis, 
whether due to a primary irritant, mechani- 
cal trauma, contact sensitization, etc., is 
immaterial. Furthermore, this same mech- 


‘anism would hold in persons who do not 


have atopic dermatitis, but react upon in- 
tradermal testing to protein allergens. 

If a question arises about the fact that 
the lesions healed despite the administration 
of the atopen, it need only be pointed out 
that administration of the atopens was in- 
termittent, whereas under natural conditions 
the exposure is often continuous. Also, in 
our attempts to introduce large amounts of 
atopens, local reactions, which might cause 
fixation of the atopen by the mechanism 
mentioned above, were common at the site 
of application. 

Lest some misinterpretation be put on 
these experiments, we wish to set forth our 
current thinking about the disease used for 
illustrative purposes, namely, atopic derma- 
titis. Our position is essentially in harmony 
with that of Rostenberg. The cause of this 
disease is unknown. It occurs overwhelm- 
ingly, but not exclusively, in atopic indi- 
viduals, but the dermatitis itself is not 
primarily the result of an atopic reaction. 
It follows from this that conventional 
methods of atopic management—viz., avoid- 
ance of allergens and hyposensitization— 
ordinarily have little effect on the course of 
this disease. Even those who continue to 
believe that the dermatitis is primarily 
atopic, rather than occurring in association 
with atopy, must admit disappointment with 
traditional allergic management in all but 
a very small percentage of cases. 

However, there does remain a_ small 
number of patients, by clinical experience 
we think it not to exceed 5%, in whom flare- 
ups may be related to exposure to atopic 
allergens. It is only in this minority that 
the mechanism that we have presented above 
appears to be operative. It should be em- 
phasized again that the original cause of the 
characteristic dermatitis, even in this group, 
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remains undisclosed, and that exacerbations 
of the atopic dermatitis after exposure to 
the specific allergens are limited exclusively 


to previously involved sites. Our studies 
constitute an experimental confirmation of 
this phenomenon. In these particular cases, 
protraction of the dermatitis and its trans- 
formation into a persistent neurodermatitis 
through scratching may be attributable to 
exposure to atopens. 

As mentioned above, in addition to atopic 
dermatitis, there are other clinical syn- 
dromes, such as eczematous reactions of the 
hands, in which flare-ups have followed 
exposure to protein allergens, principally 
certain foods and inhalants.?>1314 Here, 
too, we believe the same mechanisms are at 
work; the inhalant and ingested allergens 
are probably secondary, not primary, 
factors. The fact that these eruptions 
largely occur on the hands seems suggestive, 
tor this is the area particularly vulnerable 
to a host of dermatitic reactions. Since we 
have shown that surface contact with a pro- 
tein allergen may exacerbate an existing 
dermatitis, it is possible that mere contact 
through handling of the food, rather than 
ingestion, will be productive of the flare. 

Our findings have a bearing on the hypo- 
sensitization of patients whose dermatitis, 
regardless of its cause, is flared by exposure 
to protein allergens. Jillson considers that 
inhalant molds are an occasional cause of 
seasonal hand eczema, and he reports that 
he has been able to help such individuals 
with repeated small injections of the specific 
antigen.'*!4 While we doubt that the 
dermatitides with which he deals are pri- 
mary expressions of an allergic reaction to 
molds, it is certainly plausible that hypo- 
sensitization to secondary exacerbating 
factors might result in therapeutic benefit. 
We would take the same view concerning 
the therapeutic merit of hyposensitization 
procedures in atopic dermatitis and other 
eczematous reactions in which flare-ups can 
be positively related to allergen exposures,” 
11,18 although a word of caution is indicated, 
for the injections themselves obviously may 
provoke a flare-up of the dermatitis. 
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Summary 


The intranasal, subcutaneous, and surface 
application of specific protein allergens has 
been shown to cause an existing area of 
contact dermatitis to flare in individuals 
who reacted with wheals to scratch tests 
with atopens. In some cases healing was 
considerably delayed, and, through scratch- 
ing, lichenified plaques developed. In short, 
a lesion of contact dermatitis was trans- 
formed into a lesion of localized neuroder- 
matitis. 

It is suggested that protein antigens as 
found in foods, pollens, molds, etc., are 
not primarily capable of exciting the ecze- 
matous or dermatitic reaction, but rather 
are secondary agents which can produce 
exacerbations in previously damaged skin 
sites, whatever their origin. 

Hyposensitization may be indicated in 
such cases of atopic dermatitis, hand eczema, 
and other dermatitic reactions, but only 
when it can be clearly demonstrated that 
an exacerbation follows exposure to the 
protein antigen. The mechanism of the 
commonly observed exacerbation of derma- 
titis during an attempt at hyposensitization 
is suggested from these experiments. 

80 E. Concord St. (18) (Dr. Strauss) 
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Nodular Urticaria Pigmentosa of the Vulva in Siblings 


JAMES W. BURKS Jr., M.D., and MARVIN E. CHERNOSKY, M.D., New Orleans 


Since Nettleship 1 first described urticaria 
pigmentosa in 1869, the literature has 
abounded with discussions of various aspects 
of this uncommon, yet well-defined, clinical 
entity. The present report of the unusual, 
and perhaps even unique, occurrence of le- 
sions of urticaria pigmentosa in identical 
sites solely on the vulva of two sisters 
demonstrates the need for considering this 
disease in the differential diagnosis of gen- 
ital lesions in young children. 


Report of Cases 


An 8-month-old white girl with an erythematous, 
raised, slightly firm, pruritic nodule measuring 1 





by 1 cm. on the right labium majus was seen at 
Charity Hospital of Louisiana at New Orleans on 
July 26, 1955. According to the patient’s mother, 
the lesion had been present for at least three 
months. The top of the mass had become edem- 
atous and excoriated as a result of frequent 


Submitted for publication Oct. 12, 1956. 

From the Division of Dermatology, Department 
of Medicine, Tulane University School of Medi- 
cine and Charity Hospital of Louisiana at New 
Orleans. 
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scratching of the area. Physical examination 
yielded no significant findings except for the pres- 
ence of pediculosis capitis. Results of peripheral 
blood studies, fasting test for blood glucose, sero- 
logic test for syphilis, urinalysis, liver function 
tests, fecal examinations, tuberculin tests, and 
complete roentgenographic studies of the bones 
were all within normal limits. 

The patient’s 21-month-old sister, who was seen 
at the same time, had two nodules that appeared 
to be identical with those of the first patient and 
had been present for eight months. One of these 
was in a similar location to that of the sister's 
lesion; the second one was in a corresponding 
position on the opposite labium majus (Fig. 1). 
Rubbing of the lesion produced urtication. Physical 
examination yielded no abnormal findings except 
for the presence of pediculosis capitis. Results of 


Fig. 1.—Close-up of 
lesions of urticaria pig- 
mentosa on the vulva of 
a 21-month-old child. 


all laboratory studies enumerated for the first 
patient were also negative in this patient. No 
fungi or pathogenic bacteria were found on cul- 
ture. 

Biopsies at the time of excision of these three 
lesions demonstrated slight hyperkeratosis and 
acanthosis. An infiltrate of oval- to spindle-shaped 
mast cells was observed in the upper third of the 
dermis (Fig. 2). Giemsa staining revealed meta- 
chromatic granules in the cytoplasm of these cells. 
During the 14 months that have elapsed since 
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URTICARIA PIGMENTOSA IN SIBLINGS 


Fig. 2. — Microscopic 
appearance of the lesion 
of urticaria pigmentosa 
on the right labium 
majus of the child shown 
in Figure 1 (reduced 
about 1/9 from mag. 
x 145). 


excision, the lesions have not recurred, nor have 
any additional ones appeared. 


Comment 


Number and Location of Lesions.— 
Whereas urticaria pigmentosa typically con- 
sists of many widely disseminated lesions, 
some instances of only a few lesions have 
been described.?** Gross 5 and, more recent- 
ly, Novy,® Scott and Lewis,’ and Chargin 
and Sachs ® have reported single lesions of 
urticaria pigmentosa. None of these reports, 
however, mentions lesions occurring solely 
on the genitalia, as in the two patients here- 
in described. 

Type of Lesion.—According to Kierland 
and Stegmaier,® only about 10% of the 
lesions of urticaria pigmentosa are nodular, 
the majority being macular or maculonodu- 
lar. Although the lesions are characteris- 
tically somewhat pigmented with melanin, 
Sézary and associates,!° Weber and Rast,!! 
and Moynahan ! have all described varieties 
with little or no pigment. Both of our 
patients had the uncommoner nodular form 
of lesion. The nodules were pink to red, 
without any histologically demonstrable in- 
crease in melanin pigment. Their eroded 
surfaces were believed to be the result of 
self-excoriations. 

Genetics.—A plausible genetic basis for 
urticaria pigmentosa has never been estab- 
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lished. Darier!* reported three cases in 


siblings. On the other hand, Sorsby ™* 
found nearly all reported cases to be spo- 
radic. The identical sites of the lesions in 
the two siblings herein reported would seem 
to favor a genetic factor. No familial inter- 
marriage or history of cutaneous lesions 
compatible with urticaria pigmentosa was 
found in five successive generations on 
either the paternal or maternal side of the 
family of these siblings. 
Histology.—Whereas the mast cells in 
the nodular form of urticaria pigmentosa 
are usually in tumor-like aggregates and 
are cuboidal in shape, the mast cells in the 
cases herein reported were not closely 
packed and were oval- to spindle-shaped. 


Summary 


Two unusual cases of urticaria pigmentosa 
in identical vulva sites in young siblings 
have been reported. Investigations of the 
family history through five generations 
failed to disclose evidence of a hereditary 
factor in the disease. Histologically, these 
nodular lesions resembled the macular va- 
riety of urticaria pigmentosa. 

Maison Blanche Building (16). 
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Acquired Emotional Sweating in Transplants 


HARRY J. HURLEY Jr., M.D., and WALTER B. SHELLEY, M.D., Ph.D., Philadelphia 


Eccrine sweat gland function of the 
palms and soles in man is distinctive and 
stands in sharp contrast with that of the 
general body surface. Volar sweat glands 
respond characteristically to emotional, men- 
tal, or sensory stimuli, while those of the 
general body surface are activated primar- 
ily by heat.1 Although volar sweat glands 
will apparently react also to heat, this re- 
sponse is minimal and late, appearing only 
with prolonged and intense thermal stimuli. 
It has been suggested that this latter response 
might not represent direct thermal stimula- 
tion of the volar glands, but could be due to 
a psychogenic stimulus resulting !:om such 
stress. It is also true that other areas of 
the general body surface will exhibit emo- 
tional eccrine sweating, but less promptly 
and less consistently than do the palms and 
soles. The axillae and the forehead and 
other facial areas frequently display such 
sweating, but almost any skin site in a given 
individual can respond. With severe emo- 
tional stimulation, even a generalized eccrine 
response may be observed. 

These functional variations of the eccrine 
sweat gland have been attributed to the 
differences in the site of origin of the 
nervous impulses initiating such responses, 
and not to any anatomical alteration of the 
glands themselves or in the nerves supply- 
ing them.? Indeed, eccrine sweat glands 
from all areas show an identical cholinergic 
innervation.* Thermal sweating has been 
ascribed to impulses originating in the hy- 
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pothalamus, while the impulses for emo- 
tional eccrine sweating are believed to 
emanate from the cerebral cortex. 
Additional support for this hypothesis 
may be derived from the observations made 
in the following cases. In these subjects, 
full-thickness skin grafts from the general 
body surface transplanted to the volar sur- 
face of the hand displayed emotional eccrine 
sweating as did the rest of the palmar skin. 
At the same time no emotional sweating 
was evident in the skin of the general body 
surface in and adjacent to the donor sites. 
It would appear that the skin transplants 
had acquired the ability to respond to emo- 
tional stimuli. Conversely, in the one sub- 
ject who was also studied after heat, the 
transplant and palmar skin in general failed 
to respond to moderate thermal stimuli, 
while the skin of the donor region as well 
as other areas of the general skin surface 
showed definite thermal eccrine sweating. 


Report of Cases 


Case 1.—In April, 1950, a 32-year-old, white 
man lost his skin from an oval area (3.5 cm. X 
2.0 cm.) on the volar aspect of the left thumb 
accidentally while working in a steel mill. It was 
necessary to close the defect with a full-thickness 
skin graft secured from an area 2-3 in. lateral to 
the umbilicus. Before transplantation, this donor 
region showed a moderately heavy growth of ter- 
minal body hair, and, according to the patient, pro- 
fuse eccrine sweating in response to heat and 
exercise. After transplantation to the thumb, the 
graft skin showed continued active hair growth, 
requiring frequent cutting, slight scaling, and per- 
sistent erythema (Fig. 1). These features dis- 
tinguished this site from the rest of the palmar 
skin. Although the transplant skin was more sensi- 
tive to trauma than other areas, the patient’s work 
has been unimpaired, and he has even continued 
to catch for a local baseball team during the 
summer months. 

CaAsE 2.—A 26-year-old Negro man suffered a 
severe laceration, with loss of the skin and sub- 
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cutaneous tissue, of the distal tip of the volar 
aspect of the left middle finger five years earlier. 
The oval defect, approximately 1.0 cm. in, greatest 
diameter, was repaired with a full-thickness skin 
graft from the anterior aspect of the forearm. 
The more deeply pigmented character of the donor 
skin was retained in this new site (Fig. 3). Sweat- 
ing was observed in the graft skin, but the subject 
had not correlated its occurrence with heat or 
emotional stimulation. 

During our initial examination of these 
patients, palmar sweating was quite evident, 
with the graft skin in each case showing 
an active response. Subsequent examination 
revealed the same phenomenon. It was de- 
cided to study these men further in an 
effort to compare the eccrine function of 
the transplant skin with normal palmar skin 
and with the skin in the region of the 
donor sites. 


Methods of Stimulation 
Identification of the eccrine sweat was accom- 
plished by direct visualization of the sweat droplets 


Fig. 1 (Case 1).—View of volar surface of 
thumb showing abdominal skin graft in the lower 
half. Note hair growth, erythema, and abdominal 
skin grooves in sharp contrast with surrounding 
volar skin. Thus the abdominal skin transplant 
has retained the anatomic characteristics of the 
donor site. Picture taken six years after grafting. 
Reduced about 10% from mag. X 3 
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Fig. 2. 


(Case 2).—High-power view of ab- 
dominal skin transplant and adjacent volar skin of 
thumb showing emotional eccrine sweat response in 


both areas. The donor site showed no igo at 
this time. Reduced about 10% from mag. X 5 


with the naked eye and with magnification (15- 
30x) or indirectly with a Wada modification of 
the colorimetric starch-iodine technique.* Special 
attention was directed to the skin of the trans- 
plant, palmar skin, and the skin of the donor areas 
(abdomen, forearm). 

The following stimuli were used to elicit eccrine 
sweating : 

(a) mental arithmetic; (b) quizzing on cur- 
rent events; (c) loud noises; (d) asking patients 
alarming questions regarding their health; (¢) 
threatening to insert No. 18 needle into palmar 
skin; (f) insertion of No. 18 needle into palmar 
skin; (g) placing patient in hot room (96 F.) at 
rest and with exercise.* 

These stimuli were repeated at least twice on 
separate days. 


Observations 


In both cases, all of the above stimuli 
except the last (g) evoked eccrine sweating 
in palmar skin, as well as in the skin 
of the transplant (Figs. 2, 4). The number 
of sweat droplets in the skin of the trans- 


* This stimulus applied only to Case 1. 
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Fig. 3. (Case 2).—Darker oval area represents 
transplant from forearm. Note retention of pig- 
mentation and absence of palmar ridges and 
grooves in graft skin. Reduced about 10% from 
mag. X 3. 


plants was less than in the adjacent normal 
palmar skin, but was entirely comparable 
to what one would expect for skin of these 
donor regions. It should be recalled that 
palmar skin has a greater number of sweat 
glands than any other body area. Examina- 
tion of the skin of the donor regions and 
other body areas during these periods re- 
vealed an absence of eccrine sweating, al- 
though the insertion of the No. 18 needle 
into the palm prompted sweating in the 
axillae and forehead also. 

In the hot room care was taken to prevent 
the transfer of sweat from one area to 
another. Eccrine sweating was seen in the 
abdominal skin as well as in other regions 
of the trunk, head and neck, and extremi- 
ties. Exercise intensified the response in 
these areas, but both at rest and after exer- 
cise eccrine sweating was not visualized in 
the palmar or transplant skin. 


Hurley—Shelley 


Comment 

Previous accounts® of sweat gland ac- 
tivity in skin transplant have been few and 
have been confined chiefly to whether or 
not sweating actually occurred, without em- 
phasis on possible functional changes as 
described here. Guttmann® reported one 
case in which tissue was transplanted from 
the anterior chest wall to the palm of the 
hand via tubed flaps. The graft skin re- 
sponded profusely and to the same degree 
as did the glands on the skin of the thorax, 
prompting the author to conclude that such 
glands in skin transplanted by means of 
tubed flaps retain the sweating function of 
the donor area. It was not clear whether 
emotional, mental, or sensory stimuli were 
used in these observations, however, and 
these results seem to be at variance with 
what was seen in our case. It is conceivable 
that in Guttmann’s case, the sweat glands in 
the skin transplant could have responded to 
both thermal and emotional stimuli. A more 


Fig. 4. (Case 2).—After emotional stimulation 
observe sweating marked by blue-black puncta in 
graft skin, as well as in surrounding normal pal- 
mar skin. Reduced about 10% from mag. X 3. 





817 








recent report by MacGregor,’ however, is 
fully in accord with our findings. The latter 
investigator, in an examination of six pa- 
tients with skin grafts to the palms, detected 
the “basal secretory rate” characteristic of 
volar sweat gland activity in all of these 
grafts. While emotional, mental, or sen- 
sory stimuli were not employed in these 
cases, it is apparent that the sweat glands 
of these transplants had assumed new phys- 
iologic activity comparable to that of volar 
glands in general. 

In general, transplanted skin tends to re- 
tain the properties of the donor site.’ Skin 
grafted to the sole of the foot, for example, 
may make calluses but will not metaplase 
into the true skin or subcutaneous tissue of 
that region. Skin transplanted to the mucous 
surface of the mouth or vagina shows no 
evidence of a change to mucous membranes, 
but simply persists as such, even raising 
hair in this new environment if there are 
functioning follicles in the graft. The pig- 
mentogenic properties of the orginal skin 
region are likewise retained as is probably 
the sebaceous activity. All of these func- 
tions, it will be noted, are locally controlled 
and are apparently not dependent on central 
nervous system regulation. Sweat gland ac- 
tivity, however, and vascular reactivity as 
well are controlled by the central nervous 
system primarily. It does not seem sur- 
prising therefore that, when sweat glands 
of one region are transplanted to another 
region whose glands function in response to 
different physiologic stimuli (reflecting dif- 
ferent CNS control), the transplanted glands 
should assume the function of the new area. 
This does not at all imply that the glands 
have been altered at the peripheral or graft 
level. Rather they are unchanged, except 
that the nerves supplying them now normally 
receive impulses originating in a different 
site within the central nervous system than 
do those of the donor region. The retention 
of the locally controlled properties in the 
skin graft of Case 1 described. herein is 
verified by the continued growth of terminal 
body hair in the transplant corresponding 
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to what was seen in the abdominal skin, 
plus the lack of formation of a thick stratum 
corneum in the graft, such as is seen in volar 
skin elsewhere. Likewise, in Case 2, the 
pigmentation of the transplant coincides 
with that of the donor region. 


Summary 


The development of emotional eccrine 
sweating in skin grafts transplanted to volar 
surfaces is described. These skin trans- 
plants were shown to respond to emotional, 
mental, and sensory stimuli, as did the 
normal yolar skin, while skin of the donor 
regions (abdomen, forearm) failed to re- 
spond to these stimuli. In Case 1, who was 
also studied after heat, thermal sweating 
was evident in the region of the donor site 
and elsewhere, but was absent in the trans- 
plant and palmar skin. 

This alteration in eccrine function of the 
skin transplant supports the view that emo- 
tional eccrine sweating results from nervous 
stimuli originating in a different site (the 
cortex) than do those responsible for 
thermal sweating (the hypothalamus). 

These observations indicate that, although 
skin transplants retain the locally determined 
characteristics of the donor site, structures 
in the skin under neural control develop 
the physiological responses of the new area. 

Duhring Laboratories, University of Pennsyl- 
vania, 

Mr. Edward F. Glifort Jr. made the photo- 
graphs. 
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Multiple Skin Necroses (Arteriolar) 


JOHN T. INGRAM, M.D. (London) F.R.C.P. (London), and 
THOMAS W. SUTHERLAND, M.D., Ch.B. (Leeds), Leeds, England 


This paper records, for the first time in 
this country, a case of a distinctive necro- 
tizing skin eruption caused by occlusion of 
small vessels in the skin and subcutis. One 
of us (J. T. I.) had seen a moulage of 
similarly affected skin from the patient de- 
scribed by Dégos (1942), as well as a male 
patient with this disease presented by Pro- 
fessor Miescher in Zurich, in April, 1946. 

Kohlmeier (1940, 1941) seems to have 
been the first to describe the disease. His 
patient, a man of 22, presented small ne- 
crotic lesions in the skin and died from 
similar lesions affecting the bowel. Kohl- 
meier held that the causative condition was 
a form of thromboangiitis obliterans affect- 
ing small vessels. He was able to describe 
a second patient, with characteristic throm- 
boangiitis obliterans in the legs of eight 
years’ duration, who died with similar in- 
testinal necroses. 

Lausecker (1949) reported a similar and 
fatal condition of small necroses of skin 
and bowel running a course of two years in 
a woman of 59. Some years before death, 
this patient had had a transient cerebral 
catastrophe. In 1942 Dégos and others de- 
scribed a third fatal case, while two others 
were described by Tzanck, Civatte, and 
Sidi (1948) and by Merklen and Cottenot 
(1950) respectively. All the patients died 
of intestinal lesions within three years of 
the onset. 

The disease has been thought by some to 
be related to thromboangiitis obliterans and 
by others to polyarteritis nodosa, but Dégos 
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finds no sound arguments to support these 
views and for the present regards the disease 
as a special and distinct syndrome which he 
describes as malignart atrophic papulosis or 
fatal cutaneointestinal syndrome. In our 
patient the microscopic changes in skin and 
vessels seem to differ slightly from those 
described by Dégos—a finding which sug- 
gests that the syndrome may be caused by 
more than one variant of an occlusive vas- 
cular disorder. Our microscopic findings 
support the view that the vascular disorder 
is an allergic angiitis. 


Report of a Case 


In June, 1956, a man aged 25 years, a joiner, 
attended the Out-Patient Department of the Gen- 
eral Infirmary at Leeds and presented an eruption 
which was at once recognized as an example of 
the syndrome described by Dégos and others. He 
appeared in perfect health apart from his skin. 
He had been married five years, had a son 4 years 
old, and gave no history of past illness or of any 
significant family disease. In 1955 he had had 
renal colic and hematuria and had passed a small 
stone. 


His first skin lesion, which had resembled a 
“minute boil” 1% in. in diameter, had appeared on 
the outer right thigh nine months previously. It 
was red, tender when touched, and developed a 
black center, which came out like a plug, leaving 
a small depressed scar. It had taken two to three 
weeks to run its course. Groups of similar lesions 
then appeared on arms, legs, abdomen, and chest, 
but never on face, hands, or feet, and have con- 
tinued to appear so that he must now have had 
several hundred lesions. He constantly presents a 
number in various stages of development, first 
rose-pink macules, which become red papules, later 
showing a hemorrhagic center which becomes a 
black plug and eventually falls, to leave a small, 
often pearly, depressed scar, which may have a 
thin scab at times. The lesions are about 0.5 cm. 
in diameter throughout their course and do not 
show surrounding inflammation or _ enlarged 
regional lymph nodes. The picture .presented is 
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quite distinctive and unlike any other dermato- 
logical picture, though at first glance the acute, 
varioliform type of pityriasis lichenoides or even 
a papulonecrotic tuberculide might be considered. 
The distribution, however, would make this latter 
diagnosis unlikely. 

General examination of the patient was nega- 
tive. He ate and slept well, though on questioning 
he admitted to a slight occasional and rather vague 
dyspepsia. He was an intelligent man of good 
physique, but had felt a little less fit since the 
onset of the disease. His wife was the subject of 
disseminated sclerosis. He was admitted to hos- 
pital for further investigation. 

The blood Wassermann reaction was negative. 
Blood pressure was 135/85, and urine showed no 
abnormality. The Mantoux tests to 1/1000 and 
1/100 were completely negative. 

A straight x-ray examination of chest and ab- 
domen was negative, and barium meal and barium 
enema investigations gave normal results. 

Examination of the blood showed, on one oc- 
casion, 9300 leukocytes per cubic millimeter 
(neutrophilic polymorphonuclears 6324, eosinophils 
93, lymphocytes 2883), and on another, 5200 
leukocytes. Hemoglobin was 16 gm. per 100 ml. 
No L. E. cells (method of Zimmer and Har- 
graves) could be demonstrated. 


Sigmuidoscopy performed by Prof. J. C. 
Goligher on July 5, 1956, showed no abnormal 
findings, 


While in hospital from June 24 to July 20, 1956, 
the patient developed one new lesion. He had never 


gone longer than 10 days without developing a new 
spot. 

Many lesions were excised for histology to show 
the various stages of development and they con- 
firmed the essential necrotic character of the 
lesions consequent upon arteriolar obstruction. The 
histological picture is unique and different from 
any other skin lesion but suggests an allergic 
arteritis and so may be related to Buerger’s dis- 
ease or polyarteritis nodosa though not showing 
many of the usual features of those diseases. 
Nevertheless it was felt justifiable to consider the 
effect of cortisone therapy over a period to judge 
whether there was any alteration in the rate of 
eruption of new lesions. No other measures, ex- 
cept perhaps antihistamine or anticoagulant 
therapy, seemed to have any rational justification. 

The patient has now been taking prednisone 5 
mg. b.d.p.c. for six months, and in this dosage 
there does not seem to have been any significant 
change, though there have been rather fewer 
lesions appearing. 

The prognosis in all cases reported has been bad, 
and no useful treatment has been suggested. 


Histological Findings 


Biopsy of Lesion from Right Scapular Region.— 
Of 100 serial sections from a lesion of three 
to four days’ duration, 96 were stained with hema- 
toxylin-eosin and one with periodic acid-Schiff 
(P.A.S.) or phosphotungstic acid-hematoxylin 
(P. T. A. H.) or toluidine blue or Verhoeff’s elas- 
tic stain counterstained with Van Gieson’s mixture. 


Fig. 1—Panoramic view of early lesion from right scapular region showing extent of 


epidermal necrosis (necrotic epidermis gray in figure, viable epidermis almost black). 


Hema- 


toxylin and eosin; reduced about 4% from ~~ x 35. 
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Fig. 2.—Early lesion from right scapular region. Viable epidermis is seen on the right, 


necrotic epidermis on the left. 


Epidermis: The whole epidermis, over an area 
about 2 or 3 mm. in diameter, shows sharply cir- 
cumscribed coagulative necrosis (Figs. 1 and 2). 
Keratin can often be recognized on the surface 
and brown pigment in the basal-cell layer, but 
there is no hyperkeratosis. Some sections show 
early superficial ulceration. 

The necrotic epidermis is mostly eosinophilic, 
with karyolysis and pyknosis of nuclei. Cell out- 
lines are blurred, but here and there intercellular 
bridges persist. At the margin a few viable 
epithelial cells survive in the depth of the dead 
epidermis. 

Degenerate polymorphonuclears lightly infiltrate 
the dead epidermis, and a few pockets of clumped 
polymorphonuclears suggest intraepidermal ab- 
scesses. 

Skin Appendages: Some of the deep sweat- 
glandular cells are partly necrotic, so that coarse 
eosinophilic debris is enclosed by better preserved 
myoepithelial cells, and, well shown with P.A.S., 
a basement membrane. Lymphoid infiltration and 
histiocytic proliferation are pronounced around 
the sweat glands. 

A pilosebaceous follicle is infiltrated with lymph- 
oid cells, but, though sebaceous cells are dis- 
rupted and shrunken, there is no frank necrosis 
of pilosebaceous follicles. 

Dermal Connective Tissue: A well-defined zone 
in the dermis, immediately beneath the dead 
epidermis, shows diffuse hemorrhage and light 
infiltration with degenerate leukocytes. Occasional 
small patches of dermis, both superficial and deep, 
show pink granular areas of necrosis; these 


822 


Hematoxylin and eosin; reduced about:% from mag. X 200. 


patches seem to be associated with altered capil- 
laries (Fig. 3). Nevertheless, staining with 
P.A.S., P.T.A.H., or Van Gieson’s mixture, 
shows that most of the connective tissue is intact 
in the hemorrhagic subepidermal zone. The scanty 
dermal elastica seems normal. Eosinophils and 
mast cells are sparse. 

Histiocytes without follicular arrangement oc- 
casionally lie near necrotic vessels, and changes 
mimicking granuloma annulare are absent. A 
solitary multinucleate giant cell lies isolated in 
dermal collagen. 

Small patches of fat necrosis involve the sub- 
cutis. 

Dermal Vessels: A small artery, at the junction 
between dermis and subcutis, shows a panarteritis 


Fig. 3.—Granular patches of necrosis involve 
small vessels and surrounding collagen. Hema- 
toxylin and eosin; reduced about % from. mag. 


X 200 


Vol. 75, June, 1957 




















UMI 


MULTIPLE SKIN NECROSES 





Fig. 4—Small artery showing perivascular and 
mural leukocytic infiltration. Lumen is occluded 
with thrombus, leukocytes, and proliferating endo- 
thelium. Hematoxylin and eosin; reduced about 
Y% from mag. X 200. 


(Figs. 4 and 5). In some parts the whole thick- 
ness of the arterial wall is infiltrated with lymph- 
oid cells, neutrophilic polymorphonuclear leuko- 
cytes showing karyorrhexis, and very sparse 
eosinophils. The lumen is occluded mostly with 
degenerate leukocytes, but also with proliferating 
intimal endothelium and a little eosinophilic gran- 
ular material, apparently thrombus. Lymphoid 
cells and histiocytes infiltrate surrounding dermal 
collagen along almost the whole course of the 
artery in the specimen. Fibrinoid necrosis of the 
arterial wall cannot be recognized in sections 
stained with hematoxylin-eosin, P.A.S., or 
mot A, HH. 


Fig. 6.—Epidermis is replaced by a crust of purulent and necrotic material. 


Hematoxylin and eosin; XX 35. 


‘ 
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Fig. 5.—Small artery depicted in Figure 4 at 
another level. An arteriolar branch, to the left, 
shows necrosis and perivascular leukocytic infiltra- 
tion. Hematoxylin and eosin; reduced about %4 
from mag. X 200. 


Smaller vessels, one an arteriolar branch of 
the artery, show extensive mural necrosis (Fig. 
5). Adjacent collagen shows a finely granular, 
eosinophilic, necrotic zone, infiltrated with de- 
generate leukocytes and nuclear debris. Damage, 
of varying degree, is widespread throughout the 
vascular network of the dermis. 

Beneath the normal epidermis, at the margin of 
the specimen, dense perivascular lymphoid infiltra- 
tions are present. 

Biopsy of an Older Lesion of Right Upper 
Arm.—The microscopic appearances are similar 
to those of the left calf, but disruption, leukocytic 
infiltration, and necrosis of the superficial dermis 


Late lesion. 
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Fig. 7.—Showing thin epidermis over scar. 
Late lesion. Hematoxylin and eosin; reduced 
about 4 from mag. X 35. 


are more pronounced. Pronounced lymphoid in- 
filtration is present around pilosebaceous follicles 
and small vessels. No necrosis of sweat-glandular 
epithelium can be detected. 

Biopsy of an Older Lesion of Left Calf.—Eight 
sections were stained with hematoxylin-eosin, and 
one with Verhoeff’s elastic stain counterstained 
with Van Gieson. 

The epidermis and a narrow layer of subjacent 
dermis are replaced by a lens-shaped plaque of 
necrotic tissue infiltrated with degenerate poly- 
morphonuclears (Fig. 6). At the margin of the 
plaque in one of the sections, purulent material 
merges with recognizable necrotic epidermis, The 
underlying dermis shows light infiltration with 
degenerate leukocytes. No eosinophils are seen. 

Sweat-glandular coils beneath the altered epi- 
dermis show no sign of necrosis, but lymphoid 
cells infiltrate the surrounding dermis. 


Fig. 8—Showing active and resolved lesions on 
thighs. 
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Histiocytic proliferation and lymphoid infiltra- 
tion have involved an arrectores pilorum muscle 
which is partly atrophic. Beneath intact epidermis 
at the margin of the specimen dense lymphoid 
infiltrations lie just beneath the epidermis and 
around hair follicles. In some sections a capillary 
running parallel to the plaque shows unifonn 
lymphoid infiltration (as in. some sections from 
the right scapular region). 

Elastic tissue is scanty and seems normal. 

Biopsy of Scar of Old Lesion from Right 
Thigh.—The epidermis is thin, with a well-marked 
stratum corneum and no interpapillary processes 
(Fig. 7). The underlying dermis shows occasional, 
slightly dilated, apparently atrophic sweat glands. 
Arrectores pilorum muscle is distorted. No lymph- 
oid infiltration or necrosis can be recognized. 
The appearance of the epidermis and arrectores 
pilorum indicates simple scarring. 





Fig. 9.—Showing an individual lesion and a scar. 


Comment 





The lesions we have described lack certain 
microscopic features. stressed by Dégos 
(1952 and 1954) as characteristic of malig- 
nant atrophic papulosis. Our preparations 
show no hyperkeratosis and, apart from that 
of the scar, no epidermal atrophy. Throm- 
bosis seems to have been more prominent 
in the cases described or cited by Dégos, 


while leukocytic infiltration, in contrast to 


our findings, seems to have been absent. 
Indeed, Dégos emphasized that the lack of 
perivascular infiltration distinguished malig- 
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nant atrophic papulosis from an_ allergic 
angiitis. It is possible, however, that the 
lesions studied by Dégos and Kohlmeier 
were at a later stage than those depicted in 
Figures 1, 2, and 6. While Dégos de- 
scribed necrosis of sweat-glandular epithe- 
lium, neither Dégos nor Kohlmeier describe 
or depict microscopic epidermal necrosis like 
that depicted in Figures 1 and 2. . 

The photomicrographs of Kohlimeier 
(1941) depict changes, with an undoubted 
resemblance to thromboangiitis obliterans, 
in small cutaneous vessels. Other cutaneous 
vessels showed an acute angiitis recalling 
polyarteritis nodosa, a finding noted by 
Jager (1932) in the early stage of classical 
thromboangiitis obliterans. We have been 
unable, however, to find any convincing evi- 
dence of the later stage of thromboangiitis 
obliterans in our patient. 

In our preparations small vessels are sur- 
rounded by zones of necrotic collagen (Fig. 
3) and, despite the paucity of eosinophils 
and the absence of fibrinoid necrosis in the 
artery wall, the vascular condition is un- 
doubtedly an allergic angiitis (Allen, 1954). 
The changes in and around the small vessels 
seem identical with those depicted in plate 
256 A, p. 595, and plate 259 A, p. 601, of 
“The Skin” (Allen, 1954). 

Allen believes that allergic angiitis is 
basically similar to polyarteritis nodosa, 
pathogenetically and in other ways. Melczer 
and Venkei (1946) in a paper describing 
skin changes in polyarteritis nodosa, describe 
and depict reddish-blue ‘ulcerating nodules 
involving the skin of the leg and trunk of 
a man aged 63. Microscopically the nodules 
showed the characters of polyarteritis 
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nodosa. Melczer and Venkei believe that the 
ulcerating nodules are an atypical skin, mani- 
festation of polyarteritis nodosa. 

While the nosological status of the ar- 
terial lesion may be disputed, it is certain 
that the vascular occlusion has caused the 
striking necrosis of epidermis, sweat-glan- 
dular epithelium, and dermis. The clinical 
and microscopic features of the necroses 
are so well defined that other identical cases 
will occur and should be recognized. 


Summary 


A case of multiple skin necroses caused 
by an occlusive angiitis, probably allergic, 
is described. Clinically and microscopically 
the condition is distinctive, though it may 
be related to thromboangiitis obliterans or 
polyarteritis nodosa. 

27 Park Square (1). 
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Dermatitis Medicamentosa Due to Antipyrine 





A Study of Twenty-Eight Cases in Negroes Following the Use of a Proprietary 
Medication (666 Cold Preparation) 


C. BARRETT KENNEDY, M.D.; FRANK H. DAVIS, M.D.; V. MEDD HENINGTON, M.D., and 


MELVILLE JAY STERNBERG, M.D., New Orleans 


During the period beginning: July 1, 1949, 
and ending May 1, 1956, 132 patients were 
admitted to the dermatological wards of 
Charity Hospital of Louisiana at New Or- 
leans with the diagnosis of dermatitis medi- 
camentosa. Seventy, slightly more than half, 
were Negroes. Included in these 132 cases 
were 27 cases, all in Negroes, in which the 
eruption and other symptoms were clearly 
attributable to the use of a cold preparation 
manufactured under the name of 666 and 
variously known locally as the three sixes, 
the three 6’s, and six-sixty-six. An analysis 
of these 27 cases, supplemented by another 
case, also in a Negro, observed at the Vet- 
erans Hospital in New Orleans, is the pur- 
pose of this thesis. Before this analysis is 
undertaken, however, some description of 
the background and environment in which 
they arose may be helpful. 

It is doubtful that a hospital similar to 
Charity Hospital of Louisiana at New Or- 
leans exists anywhere else in the world. 
In the fiscal year ending June 30, 1955, 
‘there were almost 71,000 admissions to its 
wards. Its outpatient clinics carry incred- 
ibly heavy loads. What makes this hospital 
unique, however, is not its size and its 
patient load but its enormous Negro popu- 
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lation.. Of the 393,596 patients admitted 
during ‘the five-year period ending June 30, 
1956, approximately two-thirds were Ne- 
groes. Over the same period, 1030 of the 
2072 patients admitted to the dermatological 
services were Negroes. The 14 beds pro- 
vided on each of the dermatological services 
are adequate, since most skin diseases are 
treated in the clinics on an ambulatory 
basis. Physicians on the staff of the New 
Orleans Charity Hospital thus have oppor- 
tunities which are probably unparalleled to 
study skin diseases, as well as all other 
diseases, in the Negro. 

Negroes seen in Charity Hospital are 
inclined to be slow in seeking treatment for 
any disease in which pain is not a feature 
or in which symptoms are not pronounced. 
Bullous dermatoses do not fall into these 
categories. They can almost be described 
as violent in the Negro. In a recent study 
of 105 cases,’ including 17 cases of derma- 
titis medicamentosa caused by 666 cold 
preparation, the lesions were unusually 
widespread, numerous, and very large, and 
there was a fairly high percentage of mu- 
cous membrane involvement. The 7 fatali- 
ties which occurred in these 105 cases are an 
indication of the serious character of this 
type of dermatitis in the Negro race. 

The 27 cases of dermatological disease 
caused by 666 cold preparation which are 
analyzed in this paper were either person- 
ally observed or were located in the Charity 
Hospital records between June 30, 1949, 
and ‘May 1, 1956. All but 1 of the 27 
patients in the series came to the hospital 
for treatment ; the remaining case originated 
in the clinic. No search was made of the 
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clinic records for possible additional cases. 
Patients who react to 666 are, in our ex- 
perience, ordinarily so seriously ill that they 
seek direct admission to the hospital and 
do not apply to the clinic for treatment. 
The fact that 15 of these 27 cases were col- 
lected between July 1, 1955, and May 1, 
1956, when a definite search was made for 
them and there was considerable general 
interest in the investigation, suggests that 
earlier cases, particularly milder cases, may 
have been overlooked because they were 
incorrectly diagnosed or inaccurately _ filed. 


666 Cold Preparation 


The Monticello Drug Co., Jacksonville, 
Fla., manufactures three 666 preparations 
for internal use. The original preparation, 
666 malarial preparation, which contains 
quinine sulfate, ferric chloride solution 
(solution of iron perchloride), magnesium 
sulfate (Epsom salt), and citric acid, ap- 
parently gives rise to no reactions other than 
those sometimes associated with quinine. 

During World War II, when quinine was 
no longer obtainable, 666 cold preparation 
was introduced. Its active ingredients are 
antipyrine (10. grains [0.6 gm.] to 1 oz. 
[30 cc.]), ammonium chloride, magnesiym 
sulfate, and citric acid. It is primarily in- 
tended to relieve the “discomforts and dis- 
tress of colds.” 

The third preparation, 666 cold tablets, 
contains acetophenetidin (2.5 grains [0.15 
gm.] per tablet), yellow phenolphthalein, 
caffeine, and ammonium chloride. The re- 
actions which it sometimes causes are 
attributable to sensitivity to yellow phenol- 
phthalein. 

Druggists in New Orleans and elsewhere 
in Louisiana report an increasing sale for 
666 cold preparation. The increase in sales 
is reflected in the increasing number of 
reactions to 666 observed at the New Or- 
leans Charity Hospital. Over the last year 
there has seldom been a time when at least 
one patient with dermatitis medicamentosa 
from this cause was not under treatment on 
the dermatological wards. The seriousness 
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of the condition is shown not only by the 
fatal case in the series but by the fact that 
the average period of hospitalization was 
14 days. 


Antipyrine 


Antipyrine (1,5-dimethyl-2-phenyl-3-pyra- 
zolone), which is obviously the offending 
component of 666 cold preparation, was the 
first important drug to be synthesized.” It 
was produced in 1883, by Knorr, as the cul- 
mination of a 40-year search to find a safer 
and more effective antipyretic than quinine. 
It continued to be used intravenously, after 
it had lost its popularity by the oral route, 
because its ready solubility in water made 
it useful when it was the practice to reduce 
high fever by this means.* When its em- 
ployment as an antipyretic was declining, 
antipyrine continued to be used for its 
analgesic effects, which were first discovered 
in 1886, three years after it had been syn- 
thesized. In 1949, it ranked 120th (along 
with three other drugs) in an analysis of the 
use of drugs in physicians’ prescriptions.* 

Various studies have shown that while 
antipyrine is absorbed rapidly after its in- 
gestion, a major portion of what is ingested 
remains unaccounted for.? The total of 
unchanged antipyrine eliminated in the urine 
is less than 3% of the amount ingested, 
while the total of oxyantipyrine recovered 
corresponds to less than a third of the anti- 
pyrine ingested. 

Reported fatalities due to antipyrine are 
generally suspect. Experiments on animals 
indicate that if the lethal dose for man 
should be of the same order of magnitude as 
that for animals, it would be very high in- 
deed. Only three deaths were reported from 
antipyrine poisoning in the United States 
between 1933 and 1945.2 

Between 1883 and 1949, inclusive, 394 
instances of antipyrine poisoning were re- 
ported in the medical literature, all but 17 
before 1920 and all but 31 before 1909.7 
Of the 373 of these cases which were de- 
scribed in sufficient detail for analysis, 163 
were of the cutaneous type; in 93% of 
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these the symptoms were slight: In the 310 
cases in which the sex was stated, there were 
141 men and 169 women. In the skin allergy 
group, however, there were 74 men and 59 
women. 

There was no consistency between the 
size of the dose and the severity of poison- 
ing in the cutaneous group of reactions. In 
a number of instances severe reactions oc- 
curred with minimal dosages, a paradox 
apparently to be explained on the basis of 
hypersensitivity. All the evidence, in fact, 
indicates that the major number of reported 
poisonings with antipyrine have been the 
result of individual hypersensitivity to the 
drug. 

In 1894, 11 years after antipyrine had 
been introduced, Brocq® discovered, to his 
“intense embarrassment” because he missed 
the diagnosis at first, that antipyrine could 
cause a dermatological reaction. He also 
observed that, once the reaction had oc- 
curred, it tended to recur, when the drug 
was again taken, in the same areas of the 
body on which it had previously occurred. 
For this phenomerion he devised the term 
fixed pigmented erythema. Experience has 
long since shown that fixed eruptions are 
by no means limited to antipyrine reactions 
alone. 

In 1898, Apolant,® in an endeavor to con- 
firm his conviction that a fixed eruption 
caused by antipyrine was the result “of the 
arrival of body fluids containing the drug 
at the affected site,” carried out experiments 
with a salve containing 10% antipyrine in 
wool fat (lanolin). After rubbing the salve 
into these areas, he observed that itching 
occurred at the sites of the fixed eruption 
within 10 minutes, and that within 24 hours 
an erythema, exactly like the original in size 
but somewhat less in degree, appeared in 
these areas and lasted for about three days. 
Previously unaffected sites did not react to 
the application of the salve. 

Experienced dermatologists agree that, 
while most drugs in use today are able to 
cause dermatological reactions at one time 
or another, not more than 200 commonly 
cause them, and that only a limited number 
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‘drugs responsible for bullous, urticarial, and 


‘thére had been'more than one reaction, the 
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cause such reactions frequently. Most ob- 
servers list antipyrine high on the list of 


maculopapular eruptions of the fixed type, 
and some consider it second only to phe- 
nolphthalein in its potentialities. 


Analysis of Cases 


In this series of 28 cases of dermatitis 
medicamentosa due to 666 cold preparation, 
all the patients were Negroes, and 21 of the 
28 were males. The age range in the men 
was from 21 to 64 years, and 12 were 40 
years of age or older. The age range in the 
women was from 39 to 73, and six of the 
seven were 40 years of age or older. Seven- 
teen patients had taken 666 in the past, some 
of them with considerable regularity, but 
only nine gave a history of previous reac- 
tions. Without exception, however, when 













succeeding reaction (reactions) was more 
severe and occurred more promptly. 

The history and clinical picture were 
much the same in all cases in this series. 
The typical onset included: generalized ‘pru- 
ritus, burning of the mouth and - throat, 
sometimes choking sensations, and some- 
times: pain referred to the’ genitourinary 
system. The mucosa of the eyes, mouth, and 
genitalia was involved, and large, pigmented 
bullous lesions, of the type seen in erythema | 
multiforme, appeared over the body, par- 
ticularly on the: neck, trunk, thighs, and 
genitals. In one instance (Case 2) lesions 
were also present on the scalp and on the 
soles in successive episodes. 

All of the patients were acutely ill. Fever 
was frequently 102 F or higher. Toxicity 
was conspicuous, as it was in three of the 
four cases of 666 poisoning reported in the 
literature.7"1° 

Patients who had suffered repeated reac- 
tions after the use of 666 cold preparation 
were, without exception, certain that each 
recurrence had affected the previously af- 
fected areas of the body, the reactions thus” 
being typical of Brocq’s fixed eruption. 

The following case history is typical in | 
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many respects of a 666 reaction in a Negro 
patient: 

Case 17.—A 49-year-old Negro man had taken 
666 cold preparation fairly regularly for a number 
of years, without ill effects. During 1955 he did 
not take it at all. On Jan. 5, 1956, he took 2 
teaspoonfuls at 6 a. m., for a cold. Almost im- 
mediately he experienced intense pruritus. over 
the entire body, as if, he said, he had stepped 
into a nest of ants. Though he went to work, he 
was obligéd to go home about noon, because of 
chilly sensations and malaise. Three hours after 
he had taken the medicine he felt as if his throat 
“was going to close up on me.” Five hours later 
he was scarcely able to swallow. His mouth, feet, 
and hands felt as if they were on fire, and he 
experienced pain in the penis and burning on urina- 
tion. 

The following morning, the skin on the penis, 
scrotum, and buttocks was covered with huge 
blisters, which broke easily, leaving extensive raw 
areas. The eyes itched and burned, and by night, 
the lids: were matted together with a purulent 
discharge. 

When this patient was admitted to the New 
Orleans Charity Hospital, 48 hours after he had 
taken 666 cold preparation, he was acutely ill. The 





temperature was 102 F. A purulent conjunctivitis 


was present bilaterally. The lips were cracked, 
crusted, and denuded. The buccal mucosa contained 
numerous bullae, some of which had ruptured, 
leaving large denuded areas. Both large and 
small bullae were present on both surfaces of 
the hands, arms, elbows, and legs, and on the but- 
tocks and genitals. Moist rales were heard in both 
lung bases posteriorly. 

By the seventh day of hospitalization conjunctivi- 
tis and blepharitis had increased in severity (Figure, 
A) and it was estimated that more than 20% 
of the body surface was denuded of skin (Figure, 
B). Both cortisone and corticotropin (ACTH) 
had been administered in large doses by the oral 
and intramuscular routes without response. On the 
eighth day, when corticotropin was begun by the 
intravenous route, improvement set in, but the 
patient was not well enough to be discharged until 
the 28th day of his illness. 

The single fatality in this series occurred 
in the following case: 

Case 5.—A 37-year-old Negro woman had been 
well until 48 hours before she entered the hospital. 
Then, shortly after taking half a glass of 666 cold 
preparation as a laxative, she experienced itching 
over the entire body. The next day vesicles and 





Negro patient with intensive reaction to 666 cold preparation. A, involvement of skin 
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of -face and of eyes and mouth. B, raw areas on buttocks after rupture of bullae. 





bullae appeared: they increased in both number 
and size for the next 24 hours, 

Physical examination showed a slightly obese, 
very toxic, extremely ill Negro woman, The face 
and eyes were not involved. The buccal mucosa 
was almost entirely denuded. There were many 
large bullae, most of them ruptured, and many 
smaller vesicles present over the body, most of them 
on the arms, shoulders, and lower abdomen. The 
vulva and vagina were edematous. The lungs were 
clear. 

There was no response to cortisone and corti- 
cotropin. ‘The temperature was of the spiking 
variety, reaching 103 and 104 F but never drop- 
ping to normal. The eruption continued to spread, 
and by the fourth day of hospitalization the entire 
body, except for the face and scalp, was almost 
completely denuded. Large areas of skin sloughed 
off with the slightest touch or movement. The 
patient, although extremely toxic, was still alert 
and oriented. Death occurred on the sixth day of 
hospitalization and the eighth day of illness. 

The autopsy diagnosis was erythema multiforme 
bullosum, presumably due to drug hypersensitivity 
to 666 cold preparation. There were some fatty 
changes in the liver. Histologic study of the skin 
showed marked loss of epithelium in many sec- 
tions. There was remarkable preservation of the 
skin appendages, and remarkably little inflam- 
matory response. 

Although this patient is not included in 


the number of those with a previous history 
of reaction to 666 cold preparation, it is 
highly probable that an episode which oc- 
curred about 14 months before her fatal 
‘illness and which required hospitalization 
was the result of taking this medicine. 

There was no correlation in this series 
between the size of the dose, the severity of 
the reaction, or the time of onset of symp- 
toms. In the fatal case, the patient took 
half a glassful, but another patient (Case 
4) took an entire bottle for the first dose 
and five days later took another dose. He 
had a serious reaction, but it was. not fatal. 

It was generally noted that patienis who 
had had previous reactions had _ severer 
symptoms and lesions, and experienced the 
reactions more promptly, with each succes- 
sive episode, as in the following case: 

Case 14.—A 28-year-old Negro man took a 
dose of 666, Nov. 2, 1955, as a purgative, after 
a drinking bout. He had taken this medicine many 
times in the past, for the same reason, without 
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to suffer from generalized pruritus. 
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any reaction. Two hours after this dose he began 
Six hours 
later several small blisters appeared on the arms 
and thighs; they lasted only a few days. 

On Dec. 1, after another drinking bout, the 
patient took another dose of 666 cold preparation. 
Within half an hour he experienced generalized 
pruritus and observed many blisters on the neck, 
arms, and thighs. Again the lesions lasted only 
a few days. 

On Dec. 28 the patient took 3 teaspeonfuls of 
666, this time for a cold. Within 5 minutes he 
experienced generalized pruritus, and within 30 
minutes he had a generalized rash. Thirty minutes 
later his throat felt swollen and he had difficulty 
in breathing. 

The following morning the patient took another 
dose of 666. Conceivably, had he not had the 
good fortune to vomit it immediately, he might 
have experienced an even severer reaction than 
the one which hospitalized him. 

The four cases of skin reactions to 666 
cold preparation reported in ‘the literature 
were variously recorded by Ritchie and 
Spiller,” from Galveston, in 1949; by Mc- 
Culloch and Zeligman,* from Baltimore, in 
1951; by Goldman and Rockwell,® from Cin- 
cinnati; in 1951; and by Billow and Lowen,” 
from Harlem Hospital, in New York, in 
1952. Billow and Lowen’s case was re- 
ported incidentally, among 15 cases of 
erythema multiforme exudativum, and was 
not mentioned in the title of the paper. It 
is entirely possible that other cases, similarly 
reported, have been overlooked in our search 
of the literature. 

In all four of the recorded cases, three 
of which occurred in Negroes, the clinical 
picture and the course of events were much 
the same as in our own cases, and Billow 
and Lowen’s statement concerning the “im- 
pressive toxicity” of their patient is appli- 
cable to a large number of patients in the 
Charity Hospital series. Ritchie and Spil- 
ler’s patient, a 25-year-old white man, was 
a periodic user of 666 cold preparation ; he 
had had no previous reactions. The patients 
reported by McCulloch and Zeligman and by 
Billow and Lowen, who had also used the 
medicine previously, had had previous reac- 
tions, one 15 years earlier and the other 2 
years earlier. 
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Special Studies 


Patch tests were performed on five pa- 
tients in this series: 

Case 14—Patch tests were performed with 
antipyrine, acetanilid, aminopyrine, acetophenetidin, 
acetylsalicylic acid, phenylbutazone (Butazolidin), 
and phenolphthalein. Only the antipyrine test was 
positive, and it was positive only over the sites 
of the fixed eruption. The patient, whose history 
has just been related, was receiving steroids when 
these tests were performed. 

Case 15.—A 58-year-old Negro man was read- 
mitted to Charity Hospital for another condition 
three months after recovery from a reaction to 
666. Tests with 666 solution at the sites of the 
fixed eruption, which were still conspicuous, were 
strongly positive. Tests with the same solution 
over the unaffected skin were negative. 

Case 22—A 43-year-old Negro man had taken 
666 for colds for many years, without ill effects. 
On April 6, 1956, a year after he had last used 
the preparation, he took a tablespoonful. Three 
days later “sores” appeared on his tongue, ac- 
companied by fever and followed shortly afterward 
by the appearance of blisters on his arms and legs. 
When he was hospitalized, April 10, he was so ill 
that cortisone and corticotropin treatments had to 
be begun at once. 

Patch tests made, April 18, with a solution of 
666 over the fixed eruption site resulted in the 
formation of a bulla the size of the patch. The 
test was negative over areas of unaffected skin. 
At this time the patient was receiving 25 mg..- of 
cortisone daily. Similar results were obtained, 
April 20, when an aqueous solution of antipyrine 
(10 grains to 1 oz.) was tested. Three days later 
tests with ‘acetanilid, aminopyrine, acetophenetidin, 
acetylsalicylic acid, phenylbutazone, and phenol- 
phthalein were all negative. 

Case 24.—A 38-year-old Negro man took three 
doses of 666, of 2 teaspoonfuls each, for a bad 
cold. Three days later he presented generalized 
lesions of the body and the mouth, all resembling 


lesions of erythema multiforme. Patch tests with’ 


666 solution over both affected and unaffected 
sites were negative. This patient was of the 
mulatto type, in contrast to most other patients 
in the series, who were of the black or almost 
black type. He had taken 666 several times a year 
for the past several years, without ill effects. 
He usually took three or four doses at a time, 
each of 2 teaspoonfuls. 

Case 28.—This 34-year-old Negro man took 
half a glassful of 466 cold preparation twice daily 
for several days before typical lesions appeared 
in the mouth and on the genitals, as well as on 
other affected areas of the body. He had taken 
666 previously in half-glassful doses, without ill 
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effects. Patch tests with dntipyrine, acetanilid, 
aminopyrine, acetophenetidin, acetylsalicylic acid, 
phenylbutazone, and phenolphthalein were all nega- 
tive over both previously affected and previously 
unaffected areas. The patient was receiving pred- 
nisone (Meticorten) when the tests were carried 
out. 

In view of the discussions which have arisen 
about the possibility of cross sensitivity between 
antipyrine and phenolphthalein, the following case 
is of interest: 

A 28-year-old Negro college student had had 
a rash on the neck and both surfaces of the arms 
for the past year. There were also large black 
areas on both thighs. She had been taking Epso 
Tabs, which contain yellow phenolphthalein, on 
an average of once a week for constipation. She 
was improved within two weeks after she had 
been instructed to discontinue the medication. 

Patch tests with acetylsalicylic acid, phenacetin, 
antipyrine, acetanilid, phenylbutazone, aminopyrine, 
and phenolphthalein were all negative over un- 
affected areas of the skin. Tests over affected 
areas were also all negative except for the area 
tested with phenolphthalein; a large wheal, the 
exact size of the patch, was present on this area 
at the end of 24 hours and was accompanied by 
itching. 

Biopsies —Specimens were taken from 
the sites of the fixed eruption in all five 
cases in which patch tests were performed. 
In four cases the report was chronic non- 
specific dermatitis consistent with a fixed 
drug eruption. In Case 22, in which the 
specimen was secured two days after a 
positive patch test with 666 solution, the 
pathologist (Dr. Francis A. Ellis, of Balti- 
more) made the following interpretation: 

The’ section shows a rather acute reaction in 
which the epidermis is playing the major role. The 
striking feature is the subcorneal blister or pustule, 
with some tendency to destruction of the rete. This 
might be classified as an eczematous reaction, but 
I think the picture is more one of severe contact 
dermatitis rather than an urticarial or neuro- 
dermatitic reaction. 

Experimental Repetition of Dose—The 
serious reactions experienced by most of the 
patients in this series, as well as the fatal 
termination in one case, discouraged the 
experimental administration of 666 merely 
to satisfy scientific curiosity. In one of 
the three reported cases tested by repetition 
of the offending drug,® the reaction was 
serious, with fever to 104.7 F and abdominal 
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pain, as well as a flare-up of the site of the 
fixed eruption. 

One patient in’ the Charity Hospital se- 
ries unwittingly provided an experimental 
demonstration of the reaction which may 
follow a second dose of antipyrine: 

CasE 21.—A 28-year-old Negro man was dis- 
charged from the hospital March 14, 1956, after 
being hospitalized for 22 days for a severe erup- 
tion following the use of 666 cold preparation. 
He was warned not to use this medication again 
and also to avoid any medicine containing anti- 
pyrine. 

A month later, in spite of this warning, he 
asked his druggist for medicine for a cold. He 
told him that he could not take 666 but failed to 
mention that he had also been warned not to take 
antipyrine. He was therefore given Capudine 
(made by the Capudine Chemical Company, 
Raleigh, N. C.), which contains 1.5 grain (0.1 
gm.) of antipyrine to the teaspoonful, as well as 
sodium salicylate and caffeine. He took two doses, 
each consisting of 2 teaspoonfuls, 12 hours apart. 
There was no reaction to the first dose. The 
ingestion of the second was followed by an im- 
mediate burning sensation over the entire body 
and the appearance of blisters on the limbs, back, 
and penis, and in the mouth, the same areas which 
had been affected during the earlier episode. His 
condition was so serious when he entered the hos- 
pital that corticotropin and prednisone treatments 
were begun at once. Recovery was progressive 
and uneventful. 


Poll of Hospital Patients 


Reactions to a patent medicine which were 
severe enough to cause 28 patients to be 
hospitalized, most of them seriously ill and 
one of them fatally ill, occurred in New 
Orleans only in Negro patients and, for the 
most part, only in Negro men. The obvious 
first step in the investigation of this striking 
racial disparity was to determine the usage 
of the causative medication, 666 cold prep- 
aration, among the general run of hospital 
patients. 

In all, 939 white patients and 1157 Negro 
patients were questioned about the use of 
666 cold preparation on several adult Negro 
and white wards and in the hospital admit- 
ting room. There was no selection of pa- 
tients except that no pediatric patients 
(under 12 years of age) were included in 
the series. : 
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The ‘questioning was simple and straight- 


forward. Each patient was shown a bottle 


of 666 cold preparation and was asked (1) 
if he ever used this medicine; (2) if so, 
what he took it for; (3) how often he took 
it; (4) in what doses he took it; (5) if he 
had sustained any reactions from it, particu- 
larly any reactions referable to the skin; 
(6) if any members of his family took the 
medicine. 

The age, race and sex of each patient 
questioned were noted. 

The results were as follows: 

Of 939 white patients questioned, 244 
(25.98% ) had used the medicine at one time 
or another, usually irregularly. The per- 
centage of regular users was less than 40%. 

Of 1157 Negro patients questioned, 788 
(68.10%) had used the medicine at one 
time or another. Almost 75% of those who 
used the prepatation stated that they used 
it several times a year, and a few used it 
every few weeks, 

What this amounts to is that in a sample 
of Negro patients roughly 20% larger than 
a sample of white patients, more than three 
times as many used 666 cold preparation as 
in the white sample. 

In spite of the statistically significant dif- 
ference, the percentage of white patients 
who used this preparation was sufficiently 
large to require a better explanation than 
the mere fact of usage to indicate why all 
reactions to the medication in this part of 
the country seem to occur in the Negro race. 

The difference in the frequency with 
which the two races use 666 cold prepara- 
tion is an obvious explanation of the differ- 
ent percentage of reactions. Several other 
explanations are also obvious from the re- 
sults of this poll. 

The first is the different reasons for which 
the preparation is used. The printing on the 
box in which 666 is put up states that the 
medicinal action is fourfold: (1) as an 
analgesic for simple headaches, neuralgias, 
and muscular pains and aches associated 
with colds; (2) as an antipyretic in feverish 
conditions associated with colds; (3) as an 
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expectorant to aid in the expulsion of mucus 
from the bronchial tubes and trachea, and 
(4) as a laxative (“prompt results are usu- 
ally obtained”). 

In the white group questioned, the great 
majority of patients used the medication 
only for colds, that is, only when there was 
a specific medical reason for using it. Ne- 
groes also used 666 freely for colds, their 
idea being that the best treatment for them 
was “to get a good cleaning out.” A very 
large proportion of Negro patients also used 
666 merely for its purgative action, while 
a surprisingly large proportion used it after 
drinking bouts, finding that it enabled them 
to get to work in the morning and to per- 
form their duties, without evidence of thé 
previous night’s dissipation. The number in 
this group was probably larger than the 
tabulation showed, for a great many Negro 
patients evaded a direct statement on this 
point. 

Another explanation of the Negro reac- 
tion to 666 concerns the size of the dose, 
which was strikingly different in the two 
races. The directions on the box call for 
1 tablespoonful for adults, repeated in three 
hours as necessary, with the limit three 
doses a day for three days. For children 
under 12 years of age, the dose is a tea- 
spoonful. 

The white patients, as a rule, followed 
these directions. Of 222 who made specific 
statements about dosage, 146 followed direc- 
tions and 75 took less than the specified dose 
(34 took 2 teaspoonfuls and 40 took 1 tea- 
spoonful). Only one patient, who stated 
that he took half a bottle twice a day, ex- 
ceeded the specified dose. 

Of the 753 Negro patients who made 
specific statements about dosage, 646 fol- 
lowed the directions and 54 took less than 
the specified dose. Of the 53 who exceeded 
the specified dose, however, two took half 
a glassful at a time, one took a third of a 
glassful, and six took from a quarter to half 
of a bottle at a time. 

Negro children were given the medicine 
oftener than white children, who usually 
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received considerably less than the specified 
dose. One previous reaction was reported 
in a Negro child. 

Still another difference in white and Ne- 
gro patients is clearly evident both in the 
results of this poll and in many of the 28 
cases which make up this series, namely, the 
tendency of Negro patients to disregard 
previous reactions. Some of them said that 
they had forgotten them or considered them 
unimportant. Some patients, as these his- 
tories show, continued to use the medication 
even in the course of reactions to it, appar- 
ently not realizing the cause and effect re- 
lationship. 


Comment 


It is thus perfectly conceivable that there 
are several reasonable and practical expla- 
nations of why Negroes, at least in this 
community, present reactions to 666 cold 
preparation while white patients do not, a 
situation supported by the fact that three 
of the four reactions recorded elsewhere *?° 
also occurred in Negroes. Negroes use this 
preparation more frequently than white sub- 
jects. They also use it in different ways. 
In particular, they take it more often and 
they take it in larger doses. 

As already pointed out, what happens in 
the body to most of the dosage of antipyrine 
is still unknown. Alexander,!! among others, 
believes that certain drug eruptions may be 
explained on a quantitative rather than a 
qualitative basis. In the light of the facts 
just presented, it may well be that in the 
reactions to 666 cold preparation which oc- 
cur in Negro patients we are dealing with a 
cumulative reaction, explained by the use 
of a drug at frequent intervals, in large or 
relatively large doses, which are repeated 
by ignorant or thoughtless patients in spite 
of previous reactions and even during cur- 
rent reactions. 

It would be tempting to try to explain 
reactions to 666 cold preparation on the 
basis of racial traits alone. Matas,!? in 
1897, published a monograph on surgical 
peculiarities of the American Negro, deriv- 
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ing his material from the New Orleans 
Charity Hospital. Much of what he said 
60 years ago of the incidence and outcome 
of certain diseases in this race has been 
confirmed by later studies from the same 
institution. Most of the pathologic discrep- 
ancies between the races can be explained in 
other ways than by racial peculiarities, it is 
true, but an occasional condition, such as 
sicklemia,!* seems almost exclusive to the 
Negro race. 

In slavery days, as Postell 1* has pointed 
out, the treatment of Negroes was compli- 
cated by the general belief that members of 
this race were not members of the same 
species as the white man, either anatomically 
or physiologically. .Some of the most distin- 
guished Southern physicians of the mid 
nineteenth century made special studies of 
this theory, one of them at the direction of 
the Louisiana State Medical Society. 

Such a point of view is, of course, no 
longer accepted or acceptable. An occa- 


sional drug, however, does seem to affect 


Negroes and whites differently. Primaquine 
diphosphate, for instance, a potent antima- 
larial drug, must be used with great caution 
in Negroes because of its tendency to cause 
anemia, methemoglobinemia, and leukopenia 
in them in doses which produce no similar 
effects in white patients. Niles,!® in 1913, 
in “a therapeutic comparison, medicinal and 
otherwise,” of white and Negro patients, 
stated, among other things, that at a con- 
servative estimate, Negroes require, on the 
average, 50% larger doses of cathartics than 
do white patients. New Orleans physicians 
who treat Negro patients are inclined to 
agree with the fact, though they consider 
the figures somewhat exaggerated. Since, 
as has been pointed out, Negroes frequently 
use 666 preparation for purgative purposes, 
while white patients seldom do, this fact may 
offer another explanation of the larger doses 
which Negroes use, and of their greater ten- 
dency to react to this medication. 


Summary and Conclusions 


A proprietary medication, 666 cold prep- 


aration, which contains antipyrine, is widely 
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used in New Orleans and elsewhere in Lou- 
isiana by both Negro and white subjects, but 
reactions to it seem to occur only in Ne- 
groes, and, more particularly, in Negro 
males. The explanation, based on a poll 
of patients in Charity Hospital of Louisiana 
at New Orleans, seems to be that Negroes 
use the preparation much more frequently 
than whites; that they use it not only for 
colds but also for its purgative effects, par- 


ticularly after drinking bouts; that they use — 


it in much larger doses, and that they fre- 
quently continue to use it in spite of previ- 
ous reactions and even during current 
reactions. 

This paper is an analysis of 28 cases of 


dermatitis medicamentosa caused by 666. 


All 28 patients were Negroes, and 21 were 
males, Twenty-seven cases were observed 
over a seven-year period at the New Or- 
leans Charity Hospital; the remaining case 
was observed at the Veterans Hospital in 
New Orleans. 

The reaction to the medication and the 
clinical’ course were essentially the same in 
all of these cases. The presence of a fixed 
eruption (Brocq) was typical. Most of the 
reactions were extremely severe and there 
was one fatality in the series. In the nine 
cases in which there had been previous reac- 
tions to the drug, the succeeding reaction 
(reactions) was severer and occurred more 
promptly than in the past. Eight other pa- 
tients had taken 666 with more or less regu- 
larity in the past but had had no previous 
reactions. 


Louisiana State University School of Medicine. 


ABSTRACT OF DISCUSSION 


Dr. Ray O. Noojin, Birmingham, Ala.: Dr. 
Kennedy and others have noted that the reactions 
to antipyrine are largely allergi¢ in nature and 
attributable to individual ‘hypersensitivity. Death 
due to an allergic reaction to antipyrine has been 
rare indeed (Greenberg, L. A.: “Antipyrine: A 
Critical Bibliographic Review,” New Haven, Hill- 
house Press, 1950), and Dr. Kennedy’s case may 
be the first or among the first to be reported. 

When cutaneous reactions occur, approximately 
one out of five tend to be the “fixed pigmented 
erythema” of Brocq. 
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A review of the hospital records available to us 
revealed seven patients during the past two years 
who have developed dermatitis medicamentosa 
after taking 666. Of these, five had an erythema- 
multiforme-like eruption with bullae and two had 
the “fixed drug” type of eruption. All were Ne- 
groes. 

One criteria which has been a help to us at 
times is the development of a drug type fever 
in these patients, wherein the patient’s temperature 
is elevated, but the pulse is not proportionately 
increased. This phenomenon has been previously 
noted in patients with drug fever attributable to 
sulfonamide ingestion. I should like to ask Dr. 
Kennedy if he has noted this phenomenon in his 
patients. 

Dr. CHArtes C. Denne, Kansas City, Mo.: 
Bullous eruptions from antipyrine are commoner 
in the Negro race than they are in the white. 
The eruptions that I have seen so closely resemble 
those due to phenolphthalein. that it is impossible 
to differentiate the two conditions. 

It was my opportunity one time to see a Negro 
woman who had these peculiar brown pigmented 
lesions over her body, genitals, and around her 
neck, which I thought were due to phenolphthalein. 
We gave her phenolphthalein in the clinic at the 
beginning of the session and waited until the end 
of the session, and nothing happened. Then she 
told me she took Capudine on Sunday mornings 
for the relief of a headache. Capudine is a patent 
medicine containing 8 grains of antipyrine to the 
ounce (0.5 gm. to 30 cc.). I secured a bottle of 
Capudine and gave it to her during the clinic 
hours. Within five minutes the lesions became 
reddened, all of the old ones, and within one-half 
hour they had full-blown bullous eruptions on 
top of each one. 

I performed a similar experiment on a lad 9 
years of age with Feenamint gum. He went into 
anaphylactic shock. 

Dr. Louis H. Wrner, Beverly Hills, Calif.: 
Was there any collagen transformation and vas- 
cular degeneration suggesting an Arthus phenom- 
enon in the histologic sections? 

Dr. CLinton W. LAne, St. Louis: I should 
like to ask Dr. Kennedy if he made any attempt 
to do an antipyrine blood level on these patients, 
on the patients who had the toxic reaction. 

Dr. Harry M. Rosinson Jr, Baltimore: I 
" don’t see how you can differentiate clinically be- 
tween erythema multiforme bullosum of idiopathic 
origin and erythema multiforme bullosum that is 
due to these drugs. We have seen this occur in 
white patients, but not from taking 666. We 
have seen this condition in white patients due to 
the taking of “Four-Way” cold capsules. One 
of our patients in particular had characteristic 
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bullous lesions in his palms which recurred on 
readministration of antipyrine. 

Dr. J. LAMAR CatLtaway, Durham, N. C.: I 
live in North Carolina in what may be called the 
“666 Belt.” In this area, 666 is not considered to 
be a medication. It is often part of the daily life. 
Although I have no statistics available, I am sure 
that we have seen repeated eruptions in white 
people which because of the history we have pre- 
sumed to be due to 666. We have not necessarily 
felt that it was due to antipyrine, as it may have 
been due to some other ingredients incorporated 
in this particular preparation. Unless we are com- 
pletely off base, we have seen eruptions from 666 
not uncommonly in white people. 

Dr. A. FretcHEerR HALL, Santa Monica, Calif-: 
I have noticed in our Los Angeles General Hos- 
pital, which does not have a large Negro popula- 
tion, that every case of this bullous dermatitis in- 
volving the mucous membranes, and, presumably, 
due to 666 has been in a Negro patient. I think 
we have seen at least a dozen in the: past two or 
three years. 

Dr. STEPHEN ROTHMAN, Chicago: In the 1910's 
antipyrine was the most popular analgesic in 
Central European countries, and in those days 
we saw many fixed drug eruptions due to this 
drug; all of them occurred in white patients. 
Those eruptions were sharply circumscribed, single 
or multiple, erythematous edematous patches, 
mainly on the forehead, flaring each time after 
ingestion of the drug in the same area. The erup- 
tions were reminiscent of the fixed phenolphthalein 
eruptions so frequently seen in this country. Vesic- 
ular or bullous reactions were never seen. Thus, 
I don’t believe the development of hypersensitivity 
is a racial peculiarity. However, the development 
of such severe and generalized reactions as just 
presented may be due to a peculiar reactivity of 
the Negro race. 

Dr. Harry L. Arnotp Jr., Honolulu: We have 
a very small Negro population in Honolulu, but, 
of course, a very large Japanese population, and 
the Japanese skin is inclined to react similarly to 
that of Negroes in certain respects. They have 
comparable proneness to develop keloids, for ex- 
ample. The one case that I have seen in Honolulu 
of an eruption of this sort was from a Japanese 
proprietary cold remedy called Kazefurusan, 
which means something about curing colds. It 
contains antipyrine in a small amount, about 2 
grains (0.1 gm.) to the tablet. 

The patient whom I saw with this had what I 
considered to be a fixed drug eruption, with vesic- 
ular eruptions around the mouth and _ genitalia, 
which seemed to be the probable nature of many 
of the cases that Dr. Kennedy was reporting rather 
than erythema multiforme bullosum. 








Dr. Francis A. Exuis, Baltimore: Dr. Kennedy 
rather glossed over the fact that he did a patch 
test in an area which was the site of a previous 
fixed drug eruption. The test was positive, and a 
biopsy was done of this area. The section showed, 
in the epidermis, quite a bit of vesiculation, and in 
the dermis, a fair amount of edema and cellular 
reaction. It reminds me somewhat of the tests 
shown by Dr. Stephen Epstein last year, in which 
he performed biopsies of patch and intradermal 
tests reaction areas in patients with contact derma- 
titis. I wonder if Dr. Kennedy’s patch test reac- 
tion is an unusual reaction to a patch test in an 
area of inactive fixed drug eruption. 

The other point that I wanted to bring out is 
that we had a patient like the first one that Dr. 
Kennedy showed, who had a generalized bullous 
reaction which was fatal. The only drug that we 
could incriminate was acetazolamide (Diamox) 
which is a sulfonamide compound and is_ used 
extensively as an antiedema compound. In re- 
viewing the -literature on acetazoleamide we have 
not found any reference to similar reactions. 

Dr. Maurice SULLIVAN, Baltimore: There are 
various nondermatological manifestations of anti- 
pyrine sensitivity. 

The occurrence of epididymitis has been reported 
by McCulloch and Zeligman (A.M.A. Arch. 
Dermat & Syph. 64:198, 1951). Dr. Kennedy 
alluded to pain in the genitals in some of his pa- 
tients. Epididymitis could account for such a 
symptom. 

Dr. C. Barrett KENNEDY, New Orleans: Dr. 
Callaway asked about reactions to 666 cold prep- 
aration in white patients. We have not seen a reac- 
tion in a white person, but we all know that there 
are reports in the literature of reactions to anti- 
pyrine in the white patients, and some of them 
whom we questioned about the taking of 666 cold 
preparation said that in the past they had had mild 
reactions. 

Dr. Rothman has brought up the question of 
phenolphthalein cases. We have had a number of 
phenolphthalein eruptions in Negroes, and they 
seem to get the same extensive, pigmented, fixed 
eruption from this drug that they do from anti- 
pyrine. Also we have had positive results from 
patch tests with phenolphthalein on the fixed areas 
and negative results on uninvolved areas. The 
difference between the eruptions caused by these 
two drugs is, in our cases, that the phenolphthalein 
eruptions do not show the bullous type lesions. 

We have not performed blood antipyrine levels 
on these patients. 

Dr. Ellis, I don’t recall that we have seen any 
eruptions of this type from acetazolamide. 
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Fatal Agammaglobulinemic Progressive 


Vaccinia 


Report of a Case with a Classification of Human Cutaneous Vaccinia 


HENRY M. LEWIS, M.D., and F. CRAIG JOHNSON, M.D., Denver 


Ordinarily, when a person is intentionally 
infected with vaccinia virus, his recovery 
from that infection parallels his ability to 
produce appropriate, adequate, antivaccinal 
antibodies. If these cannot be manufactured, 
uninhibited vaccinia virus growth is likely 
to occur, and the outcome is almost invari- 
ably fatal. The failure to produce such 
immunizing antibodies may be due to (1) 
agammaglobulinemia or (2) a qualitative 
defect of the gamma globulin known as 
dysgammaglobulinemia. In the latter, treat- 
ment with hyperimmune vaccinia gamma 
globulin may be life saving," but despite 
therapy there is no recorded instance to date 


of recovery from agammaglobulinemic vac-. 


cinia. 


Report of Case 


Dec. 4, 1953: Negro girl born, weight 5 lb., 4 oz. 
(24 kg.). Delivery normal. Pregnancy uncom- 
plicated. 

June 7, 1954: Smallpox vaccination produced no 
reaction. 

Aug. 18: Revaccinated. 

Aug. 25: Primary take recorded, physical ex- 
amination normal. 

Aug. 28: Vesicular lesion appeared on face, 
simulating vaccination take. Initial vaccination site 
enlarging in area. 

Sept. 4: Brought to Denver by relative while 
mother underwent major surgery elsewhere. 
Anorexia, fever, rhinorrhea developed. 

Sept. 12: Admitted to Denver Children’s Hos- 
pital. Both parents and an older sibling were said 
to have had smallpox vaccinations without compli- 
cation. No atopic family background. Physical 
examination revealed a plump Negro girl, weight 
17 Ib. 10 oz. (8 kg.). Rectal temperature 101.4 F. 


Submitted for publication Sept. 12, 1956. 
From the Departments of Dermatology and 
Pediatrics, Children’s Hospital, Denver. 
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There was a 3X3 in. magnified vaccinia lesion on 
the right deltoid area at the site of vaccination 
(Fig. 1). Multiple lesions of vaccinia, in all stages 
of development, were distributed over the face, 
trunk, and extremities. These simulated a primary 
vaccinia reaction in every respect and showed no 
evidence of attempted healing. Shotty cervical and 
inguinal lymph nodes were palpable. The ears, nose, 
mouth, and oropharynx showed no sign of in- 
volvement, and the heart, lungs, and abdominal 
organs were normal. No lesions were seen on the 
external genitalia. Neurologic examination was 
normal. 


The hemogram showed RBC 4,310,000; Hb. 8.0 
gm.; WBC 23,050, with 62% filaments, 6% non- 
filaments, 4% eosinophils, 1% basophils, 24% 
lymphocytes, and 3% monocytes. Platelets were 
abundant, and the erythrocytes appeared moderately 
hypechromic. Urine analysis was normal. Sero- 
logic tests for syphilis and blood cultures for bac- 
teria were negative. Total serum protein was 5.2 
gm. per 100 ml. and contained 4.0 gm. albumin 
and 1.2 gm. globulin. The A/G ratio was 3.3:1. 
Electrophoretic analysis of serum proteins revealed 
a complete absence of gamma globulin. 

Sept. 14: Histologic examination of a specimen 
removed from the edge of a moderately advanced 
lesion on the left thigh revealed the characteristics 
of vaccinia (Fig. 2). Complement fixation test 
against vaccinia virus was positive 1:4; hemagglu- 
tination inhibition test was positive 1:5; no virus- 
neutralizing antibody was demonstrable. Vaccinia- 
immune gamma globulin, 10 cc., was 
intramuscularly. 


Sept. 15: Whole blood, 100 cc., was administered, 


and intravenous fluids, topical and antibiotic 
therapy instituted. 


given 


Sept. 16: Poliomyelitis-immune gamma globulin, 
10 cc., was given. A portable chest x-ray film 
revealed normal lung fields. Many new lesions 
were developing rapidly on the skin, and the older 
lesions were continuing to enlarge. 

Sept. 17: The hemogram now showed RBC 
4,340,000; Hb. 10.0 gm.; WBC 14,500, with 74% 
filaments, 9% nonfilaments, and 17% lymphocytes. 
Urine analysis was again normal. The temperature 
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Fig. 1—Appearance of patient on admission, 25 days after vaccination. Note lesions in all 
stages of development with no attempt at healing. 4, right lower extremity. B, site of vac- 


cination and perioral area. 


had risen to 104F rectally. Gavage feedings were 
started. 

Sept. 21: Vaccinia-immune gamma _ globulin, 
20 cc., was given. For the first time,’ albuminuria 
was noted. Blood cultures remained negative for 
bacteria. 
vaccinia virus remained positive at the same level 
of 1:4, and the hemagglutination inhibition test 
had risen to 1:10, but there was still no demon- 
strable virus-neutralizing antibody. 

Sept. 24: Necrotizing ulcerations were now 
forming at the site of the oldest lesions. Abdominal 
distension and diarrhea developed, relieved by gas- 
tric suction. The complement fixation test remained 
at a level of 1:4; the hemagglutination inhibition 
test had risen to 1:40, and the test for vaccinia- 
virus-neutralizing antibody was now positive 1:4. 

Sept. 25: Vaccinia-immune gamma globulin, 20 
cc., and of corticotropin, 30 units, were. given. 
Urine analysis now showed 20 mg. albumin per 100 
ml., 4-++ chemical blood, 4-6 WBC, and 200-250 
RBC per high-power field. 

Sept. 27: Continued spread of all cutaneous 
lesions had occurred (Fig. 3). An additional 10 cc. 
of vaccinia-immune gamma globulin was given, but 
evidence of circulatory collapse developed, and a 
chest x-ray showed signs of bronchopneumonia. 
Gross hematuria was now apparent. The comple- 
ment fixation test remained level at 1:4; the 
hemagglutination inhibition test had risen to 1:160, 
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The complement fixation test against- 


and the test for vaccinia-virus-neutralizing anti- 
body was now 1:8. 

Sept. 28, 1954: Patient died. 

Postmortem examination was performed by Drs. 
E. C. Beatty and C. W. Anthony of the pathology 
department of Children’s Hospital. 

Gross Description—The body was that of an 
obese, well-developed 8-month-old Negro girl. ' 
Ulcerative lesions were noted over the entire body, 
severest about the mouth and in the right deltoid 
region. These varied from minute vesicles to large 
umbilicated lesions with vesicular centers and 
raised pale margins, many with necrotic crusting. 
The perioral lesions extended onto the mucosal sur- 
faces. The skin between the lesions was noted to 
be red-blue in color, with an “orange-peel” appeat- 
ance. Only a small area of the face and the palms 
and soles were free of this hemorrhagic appear- 
ance, 

On internal examination, the cavities were free 
of fluid except for 5 cc. of clear yellow fluid in 
the pericardial space. Small petechiae were seen 
on the epicardial and myocardial surfaces and were 
also found on the serosal surface of the liver, 
spleen, and kidneys. On cut surface, the myo- 
cardium was dull red and flabby; the endocardium 
had small petechial areas. ‘The lungs had a con- 
gested, hemorrhagic appearance, with scattered 
areas of consolidation, and the bronchi were full 
of thick yellow mucus. 
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Cut surfaces of the liver had a yellow-tan ap- 
pearance, and in the spleen there were areas of 
necrosis up to 5 mm. in diameter. The adrenals 
presented a dark, yellow cortex with a hemorrhagic 
dark red medulla. The esophagus had a number 
of superficial ulcerated areas, and multiple pe- 
techial areas were seen on the lining of the 
stomach and intestines. 

When the cranium. was opened, numerous epi- 
dural and subdural red-yellow pustular lesions with 
poorly defined margins were noted, mostly in the 
temporoparietal regions. The brain was slightly 
congested but otherwise normal. 

Microscopic Description—The heart showed in- 
terstitial myocardial infiltration with polynuclear 
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Fig. 2.—Section from 
moderately advanced 
lesion on life thigh. A, 
showing reticular and 
ballooning degeneration 
with simultaneous spon- 
giosis and relatively slight 
inflammatory response; 
X< 120. B, intracytoplas- 
mic inclusion body; xX 
2300. - 


leukocytes, monocytes, and lymphocytes, associated 
with edema and focal hemorrhage. The lungs re- 
vealed some alveolar edema with polynuclear 
leukocytes, and a few intraalveolar colonies of 
bacteria were seen. Peribronchial and perivascular 
fibrosis with acute inflammatory cell infiltration 
was seen and the trachea showed a light submu- 
cosal infiltration of lymphocytes. Squamous meta- 
plasia was noted in the bronchioles. 

The liver showed some congestion, and the por- 
tal and hepatic veins had perivascular infiltrates of 
leukocytes; a few focal areas of congestive ne- 
crosis were seen in the parenchyma. The spleen 
showed large areas of ischemia and hemorrhagic 
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Fig. 3.—Terminal appearance 37 
days after vaccination. A, vaccina- 
tion site includes entire deltoid area 
and is covered with tenacious 
brown eschar. B, entire’ perioral 
region now involved. C, lesions 
have continued to progress on 
thigh. 





necrosis, many containing bacteria. The pulp was 
corigested with leukocytes and bacteria. 

The adrenals exhibited cortical cell swelling and 
hemorrhagic congestion of the medulla with leuko- 


cytic and bacterial infiltration. Focal areas of 
necrosis were also seen in the kidneys, with cloudy 
swelling of the proximal tubules. Bacteria were 
noted in the interstitial areas and within the distal 
tubules. The lesions in the esophagus were ulcera- 
tive and contained colonies of bacteria; the mucosa 
of the stomach and intestines showed mild con- 
gestion and chronic inflammation. 

The skin revealed a markedly thickened epider- 
mis with extensive ballooning degeneration and 
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edema of the granular and prickle-cell layers. 
Dense acidophilic intracytoplasmic inclusion bodies 
were seen in intact epithelial cells, some cells being 
completely necrotic, with only ghost outlining. 
Acute inflammatory reaction was noted. The 
superficial corium was congested, and hemosiderin 
was deposited in both the corium and basal layers. 

The dura had areas of vesicular degeneration 
with bacterial colonies. There was widening of 
the Virchow-Robin spaces and occasional areas of 
perivascular cuffing with leukocytes. There was 4 
general increase in the microglial cells and focal 
collections of glial elements, usually near the peri- 
vascular infiltrates. 
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AGAMMAGLOBINEMIC VACCINIA 


Blood cultures at necropsy grew out staphylo- 
cocci. Specimens of skin, liver, lung, and brain 
obtained at autopsy were sent to Dr. C. H. Kempe, 
who isolated vaccinia virus from all specimens. 


Review of the Literature 
Although complications following small- 


pox vaccination had been recognized almost 
since the time of Jenner, the first recorded 
case of progressive vaccinia was probably 
Hutchinson’s ? in 1879. He described a 
patient with “generalized vaccinia” who died 
20 days after vaccination with multiple pro- 
gressive lesions, none of which showed evi- 
dence of healing. Another case in many 
respects similar to ours was reported in 
1893 by Acland and Fisher.* Following 
this, a voluminous literature developed con- 
cerning the relationships of eczema vac- 
cinatum, generalized vaccinia, pustulosus 
vacciniformis acuta, and Kaposi’s varicel- 
liform eruption. More recently, Bigler and 
Slotkowski® recorded the first case of pro- 
gressive vaccinia in this country. 

The groundwork of our understanding of 
progressive vaccinia was laid in 1892 in a 
paper by Sternberg,® which established that 
after recovery from vaccinia the patient’s 
serum normally contained certain immune 
substances which can neutralize the vaccinia 
virus. Almost 60 years later, Downie‘ 
demonstrated that not only virus-neutraliz- 
ing antibodies, but also hemagglutination 
inhibition and complement-fixing antibodies 
were present in the serum of successfully 
vaccinated persons 10 days after vaccination. 

Thus until 1952 it was recognized that 
certain antivaccinal antibodies are normally 
produced after vaccination. But rare in- 
stances of failure- of antibody production 
remained unexplained until Bruton® re- 
ported the case of a child with recurrent 
infections and absence of gamma globulin 
in whom the administration of gamma 
globulin controlled the infections. Further 
examples of agammaglobulinemia were 
thereafter recorded by Bruton,® Janeway,’° 
and Zinneman.'* 


In their publication on progressive vac- 
group 7? 


cinia, Laurance’s hinted at a 
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causative gamma globulin defect, but its 
positive association with progressive vaccinia 


was first recognized by Keidan’*® and 
Hall ** and their associates. 

Kempe and Benenson’s ° 1955 review ar- 
ticle coined the term “progressive vaccinia” 
and defined it clearly as “an extremely rare 
complication of smallpox vaccination char- 
acterized by a complete inability to make 
specific antibodies against the vaccinia virus, 
which results in progressive spread of the 
primary vaccination take so that eventually 
a good part of the arm as well as the rest 
of the body becomes involved with necrotiz- 
ing lesions.” However, they stated the 
disease ran a course of four to six months 
before fatal termination. 

The most recent publications available are 
those of Kozinn et al.,4® who describe a case 
of agammaglobulinemic progressive vaccinia 
with death after 34 days, and Barbero et 
al." who record a case of dysgamma- 
globulinemic progressive vaccinia with heal- 
ing in four months due to administration of 
hyperimmune vaccinal gamma globulin. 


Classification of Vaccinia 


During the first half of this century there 
was considerable semantic confusion and 
overlapping in descriptions of cutaneous 
vaccinal complications, for pathogenesis 
could only be surmised. Previous attempts 
at classification appear imperfect in the light 
of recent developments. Ormsby and Mont- 
gomery ** give a comprehensive description 
of vaccinal complications but omit progres- 
Blank and Rake !® include 
one type of Kaposi’s varicelliform eruption 
in their classification of vaccinia. Barbero 
et al.’ omit primary vaccinia in their recent 
classification and fail to differentiate be- 
tween dysgammaglobulinemic and agamma- 
globulinemic progressive vaccinia. 


sive vaccinia. 


Here- 
with, a pathogenetic classification is at- 
tempted which takes cognizance of recent 
developments in the field of immunology. 
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Cutaneous Manifestations of Human 
Vaccinia 


I. Local Reactions 

A. Primary Vaccinia: This represents the 
anticipated response in a normal, previously 
unvaccinated individual. The papule which 
appears at the site of inoculation on the 
third or fourth day is transformed into an 
umbilicated vesicle on the fifth or sixth day. 
By the eighth day this has developed an 
indurated base and an inflammatory areola. 
Resolution begins after the 11th, and the 
lesion is dry by the 15th day, although 
the residual crust may not fall off for 
another week or more. This reaction con- 
fers immunity against smallpox. 

B. Accelerated Reactions: 

1. Vaccinoid. This is more rapid in onset 
and less severe than a primary reaction, its 
height being attained in three to seven days. 
The vaccinoid reaction indicates previous 
partial immunity and enhances the immunity 
already present. 

2. Immediate.2° This was once called, 
erroneously, an “immune” reaction. It con- 
sists of a papule which reaches its maximum 
size in 24-48 hours and represents only an 
allergic reaction to the vaccinal materials. 
It may be obtained with completely inactive 
virus and does not protect a susceptible 
individual against smallpox. 

II. Secondary Inoculation Reactions 

A. Satellite: This represents an accidental 
inoculation, usually the result of inadvertent 
implantation from the primary vaccination 
site, in the same or another person. 

B. Eczema Vaccinatum: In this disorder, 
the vaccinia virus is superimposed on any 
denuded or excoriated skin surface. There- 
fore, atopic individuals are particularly sus- 
ceptible to this complication. Initially, most 
of the lesions are found on the eczematous 
skin, although a few may appear on ap- 
parently normal surrounding skin. Later, 
the eruption may become practically general- 
ized. Tedder ?! contended that this condition 
is due solely to external inoculation of 
vaccinia virus, for lesions are lacking in 
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the mouth and tend to appear in several 
crops in mild cases. In generalized, severe 
cases, differentiation from generalized vac- 
cinia is purely academic, for the overwhelm- 
ing surface virus population produces a 
massive viremia resulting in generalization 
of the inoculated lesions. 

III. Generalized Reactions 

A. Due to hematogenous dissemination of 
vaccinia virus: 

1. Progressive vaccinia (prolonged gen- 
eralized vaccinia, vaccinia gangrenosa, vac- 
cinia necrosum). This results from a defect 
in gamma globulin formation, a consequent 
paucity or lack of immune antibodies, and a 
slowly progressive enlargement and necrosis 
at the primary site of inoculation, with the 
formation of many new lesions which un- 
dergo a similar metamorphosis and display 
no tendency to spontaneous healing. 

(a.) Agammaglobulinemic. Despite thera- 
py, this type has been invariably fatal to 
date. In each reported case, death has 
occurred in two months or less. 

(b.) Dysgammaglobulinemic. In this type, 
the disorder may be prolonged for months. 
Owing to a qualitative defect in gamma 
globulin formation, it is amenable to treat- 
ment with hyperimmune vaccinia gamma 
globulin. 

2. Generalized vaccinia. These lesions 
appear in one crop 6 to 14 days after vac- 
cination and follow the same evolution as 
the primary site but proceed at an ac- 
celerated rate and heal at the same time 
as the primary, lesion. Blank and Rake 
mention this as one type of Kaposi’s vari- 
celliform eruption and state that the other 
type, morphologically indistingizishable, is 
due to herpes simplex virus. 

B. Due to Hypersensitivity to Vaccinal 
Proteins : 

1, Roseola vaccinosa. This benign morbil- 
liform eruption usually starts about the 
10th day after vaccination near the area of 
inoculation and is of short duration. 

2. Erythema multiforme 

3. Urticaria 
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Comment 


At least three different types of meas- 
urable antibodies develop with 10 days 
after vaccination.” From a’ review of the 
antibody titers in this patient, it becomes 
apparent that she was able to manufacture 
small amounts of hemagglutination inhibi- 
tion antibody, but complement-fixing anti- 
body production was inconsequential, and 
there was no endogenous virus-neutralizing 
antibody at all. Significantly, it is the con- 
sensus of virologists that neutralizing anti- 
bodies are the most important from an 
immunologic point of view.” 

This poor antibody response is presum- 
ably due to agammaglobulinemia. Although 
no gamma globulin was demonstrable by 
electrophoretic analysis of this patient’s 
serum proteins, more refined techniques for 
measuring gamma globulin have indicated 
that a complete agammaglobulinemia seldom, 
if ever; exists; this may account for the 
patient’s ability to manufacture small 
amounts of hemagglutination-inhibition an- 
tibody. 

A disturbing note, however, is the recogni- 
tion that most agammaglobulinemic children, 
despite their inability to form humoral anti- 
bodies, undergo a perfectly normal, un- 
complicated primary vaccinia reaction.** 
Moreover, the presence of gamma globulin 
in adequate amounts may not guarantee 
adequate antibody production, for four 
cases have been reported in which no anti- 
bodies were formed despite quantitatively 
normal gamma globulin levels.1° These pa- 
tients developed dysgammaglobulinemic pro- 
gressive vaccinia, a disorder which is amen- 
able to treatment with hyperimmune vaccinia 
gamma globulin. 

The discovery of the properdin system 
may cast some light on these perplexing im- 
munological phenomena.** A recent review 
of the startling features of the properdin 
system is available,”° but they will be sum- 
marized briefly here. This is an independent 
defense system present in normal human 
serum which destroys bacteria, inactivates 
viruses, kills protozoa, and lyses abnormal 
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erythrocytes. Properdin is a euglobulin, non- 
specific in action and present in the serum 
of mammals without previous antigenic 
stimulation. Bacteria are attacked by it im- 
mediately, several days before specific anti- 
bodies are formed, and it thus constitutes 
the first line of defense against invading 
organisms. 

Doubly blind studies are now in pro- 
gress ? which are attempting to correlate 
properdin levels with the presence of gamma 
globulin in vaccinia. Perhaps these studies 
will explain (1) the failure of agamma- 
globulinemic progressive vaccinia to respond 
to exogenously administered vaccinia im- 
mune globulin, (2) the favorable response of 
dysgammaglobulinemic progressive vaccinia 
to vaccinia-immune globulin, and (3) the 
vexatious paradox of agammaglobulinemic 
children who respond normally to vaccina- 
tion despite their absence of antibodies. 


Summary 


Following successful vaccination, three 
different types of antivaccinal antibodies are 
normally demonstrable. The production of 
at least one of these, the virus-neutralizing 
antibody, is dependent on adequate endog- 
enous supplies of gamma globulin. In the 
absence of gamma globulin, virus-neutraliz- 
ing antibody is not formed. Consequently, 
the initial site of vaccination undergoes pro- 
gressive enlargement and necrosis. The 
many new concomitant lesions which result 
from hematogenous virus dissemination un- 
dergo a similar metamorphosis and show no 
sign of healing. Ultimately, despite adminis- 
tration of vaccinia-immune globulin, the 
host is destroyed by the vaccinia virus. This 
clinical entity is known as agammaglobuline- 
mic progressive vaccinia. 

A case of agammaglobulinemic progres- 
sive vaccinia is recorded with death 38 days 
after vaccination. This disorder is differen- 
tiated from dysgammaglobulinemic progres- 
sive vaccinia, which may be amenable to 
therapy, runs a more prolonged course, and 
implies a qualitative rather than a quantita- 
tive defect in gamma globulin formation. 
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The relationships of gamma globulin and 
antivaccinal antibody formation are dis- 
cussed, and the properdin system is de- 
scribed briefly in the hope that it may solve 
some of the perplexing immunologic prob- 
lems in this relationship. 

A classification of human cutaneous vac- 
cinia is offered, based on recent develop- 
ments in the field of immunology. 

C. Henry Kempe, M.D., provided the vaccinia 
immune globulin used in this case, performed the 
serologic tests, and assisted in the preparation of 
the manuscript. 

2200 E. 18th. Ave. (6) (Dr. Lewis). 
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The Diagnosis of Lupus Erythematosus 


Probable Significance of Pantothenate Blood Levels 


ALBERT H. SLEPYAN, M.D., Highland Park, ill.; D. V. FROST, Ph.D.; L. R. OVERBY, Ph.D.; 
R. L. FREDRICKSON, M.S, and ARNOLD E. OSTERBERG, Ph.D., North Chicago, Ill. 


Introduction 


Lupus erythematosus, because of its pro- 
tean manifestations, has often posed a 
difficult diagnostic problem. In spite of 
many well-established criteria, specific diag- 
nosis has at times been impossible and has 
often been made only by implication. Con- 
sequently, any additional diagnostic clue 
which helps to complete the diagnostic pat- 
tern is of definite value. 

Historical._—The finding of the L. E. cell 
by Hargraves! in 1948 was an important 
diagnostic milestone. 

Brunsting *. in evaluating the lupus ery- 
thematosus clot test classifies lupus erythem- 
atosus patients into three groups: 

1. Patients demonstrating classical clinical features 


together with a positive demonstration of the 
L. E. cell. 


2. Patients with less classical clinical findings. In 
this group, which is the largest, the L. E. cell 
may be demonstrated only by repeated effort. 

3. Patients demonstrating an inconsistent clinical 
picture together with a finding of the L. E. cell 
after persistent repeated searching. 

It is apparent that any laboratory proce- 
dure which will aid in the diagnosis or assist 
in the understanding of the disease mech- 
anism is of definite value. 


Study 


Interest was aroused by the studies of 
Goldman ** and of Welsh,®:* who reported 
the treatment of lupus erythematosus by 
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the oral administration of massive doses of 
calcium pantothenate and vitamin E. 

In a therapeutic evaluation of calcium 
pantothenate, 15 patients exhibiting discoid 
lupus erythematosus were given daily doses 
of 8 gm. of the vitamin, together with vita- 
min E, for a period of several months. All 
patients exhibited a sense of well-being 
and some gain in weight with, however, in- 
different improvement of the skin lesions. 
None of the patients were classified as 
being cured of the disease. As part of this 
study we determined the blood levels of 
bound and free pantothenic acid. The ratio 
of bound to free pantothenic acid was shown 
to be definitely lower than comparable val- 
ues of normal untreated persons. This pre- 
liminary study suggested that this laboratory 
finding might be of additional help in the 
differential diagnosis of lupus erythemato- 
sus. 

Other considerations led to the suggestion 
that knowledge of the pantothenic acid val- 
ues of the blood, or that of its derivatives, 
would be of value in lupus erythematosus. 

In 1943 Coburn and Moore? briefly men- 
tioned in a study of disseminated lupus 
erythematosus that vitamin C and blood 
calcium levels were low, whereas blood 
pantothenic acid values were markedly ele- 
vated. The assays of pantothenic acid were 
made by a method which measured only the 
free pantothenic acid. This finding of high 
blood pantothenate was in agreement with 
our general hypothesis of an aberrant me- 
tabolism in lupus erythematosus, wherein 
pantothenate might be poorly utilized in 
essential enzyme systems even though ade- 
quate amounts were available in the body. 
This hypothesis is consistent also with the 
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observation that only massive pantothenate 
dosage has been found to induce improve- 
ment toward a feeling of well-being in lupus 
erythematosus patients. Conceivably inabil- 
ity to properly utilize pantothenate in 
enzyme systems could be corrected to some 
degree by the mass action effect of loading 
the body with the vitamin. 

Co-enzyme A functions in the biosynthe- 
sis of steroids. An early manifestation of 
pantothenic acid deficiency is atrophy of 
the adrenals. One might postulate that, if 
the body is deficient in synthesizing co- 
enzyme A from dietary pantothenic acid at 
an optimal rate, adrenal hormone synthesis 
may be deficient. Several of these hormones 
have been employed with partial success in 
the treatment of lupus erythematosus. 


Technique 


Determination of Free and Total Pantothenic 
Acid in Blood 

Free: By freezing and thawing 2 cc. of oxalated 
whole blood was hemolyzed. It was diluted with 
distilled water to 5 cc., and the pantothenic acid 
was estimated by the microbiological method de- 
scribed in the “Pharmacopeia of the United States,” 
15th Edition, 1955, page 861. A titrimetric pro- 
cedure was used. 

Total: Bound pantothenic acid does not support 
growth of the microbial test organism. The bound 
forms were liberated with intestinal phosphatase 
(Armour Laboratories) and a pigeon liver enzyme 
preparation as described by Novelli and Schmetz.® 
To 1 cc. of hemolyzed whole blood was added 0.1 
cc. intestinal phosphatase solution, 0.2 cc. pigeon 
liver enzyme solution, and 0.1 cc. M trishydroxy- 
methylaminomethane buffer (pH 8.3). This solu- 
tion was incubated at 37 C for three hours and then 
diluted to 5 cc. Pantothenic acid was then esti- 
mated by the U. S. P. (1955) microbiological 
method. Bound pantothenic was calculated as the 
difference in free and total. 


Results 


In Table 1 the blood values in micro- 
grams per 100 ml. of whole blood are pre- 
sented as determined in a group of 20 
normal persons. The ratio of bound to 
free pantothenic acid ranges from 2.4 to 
7.4 with a mean of 4.3. 

Table 2 presents the values for a group 
of 11 patients with discoid lupus erythem- 
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TABLE 1.—Blood Values in Twenty Normal 
Persons 








Pantothenic Acid * 
¥/100 ml. 








Patient Ratio 
Bound Free Bound/Free 

1 41 6 6.8 

2 45 12 3.8 

3 34 14 2.4 

4 30 il 2.7 

5 39 11 3.6 

6 29 12 2.4 

7 37 5 74 

8 51 10 5.1 

9 41 9 4.6 

10 46 15 3.1 
ll 55 10 5.5 
12 65 10 6.5 
13 45 12 3.8 
14 42 5.2 
15 38 15 2.5 
16 66 20 3.3 
17 56 13 43 
18 72 12 6.0 
19 45 15 3.0 
45 13 3.5 

Mean 46.142.7 11.6+2.3 4.30.3 

Range (29—72) (5—20) (2.4—7,4) 





* Calculated as calcium-D-pantothenate. 






atosus with a bound to free ratio of panto- 
thenic acid bloed values ranging from 0.4 
to 3.6 with an average of 1.9. 

Table 3 presents the bound/free panto- 
thenic acid ratio of 10 patients with sys- 
temic ‘lupus erythematosus. Histopathologic 
study and the finding of L. E. cells con- 
firmed the clinical impression in all of these 
patients. These ratios had a mean of 1.3 
with a range of 0.2-2.9. 

Table 4 shows that the values for a group 
of 15 patients diagnosed as polymorphous 
light-sensitivity presented a mean ratio of 
bound/free pantothenic acid of 3.6 with a 
range of 0.2-6.8. 

Table.5 shows the values of bound/free 
pantothenic acid in three patients with 


TABLE 2.—Blood Values in Eleven Patients with 
Discoid Lupus Erythematosus 














Pantothenic Acid * 
/100 ml. 
Patient Ratio 
Bound Free Bound/Free 
21 18 7 2.6 
22 35 ll 3.2 Biopsy confirmed 
23 37 54 0.7 
24 36 10 3.6 
25 52 20 2.6 
26 17 38 0.4 Biopsy confirmed 
27 31 18 1.7 
28 21 0.6 
29 28 45 0.6 Biopsy confirmed 
30 43 18 2.4 Biopsy confirmed 
31 37 13 2.8 
Mean 32.343.7 24.24+3.0 1.90.4 
Range (17—52) (7—54) (0.4—3.6) 





* Calculated as calcium-D-pantothenate, 
Vol. 75, June, 1957 
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LUPUS ERYTHEMATOSUS—BLOOD PANTOTHENATE 


TaBLe 3.—Ratio of Bound to Free Pantothenic 


Acid in Ten Patients with Systemic Lupus 














Erythematosus 
Pantothenic Acid * 
7/100 ml. 
Patient Ratio 
Bound Free Bound/Free 
32 31 26 1.2 L. E. cell positive 
33 31 17 1.8 L. E. cell positive 
34 9 34 0.3 L. E. cell positive 
35 39 43 0.9 L. E. cell positive 
36 21 12 1.8 L. E. cell positive 
37 10 13 0.8 L. E. cell positive 
12 0.2 L. E. cell positive 
39 54 29 1.9 L. E. cell positive 
40 23 8 2.9 L. E. cell positive 
41 19 13 1.5 L. E. cell positive 
Mean 24.9+3.8 24.8+3.2 1340.5 
Range (9—54) 8—53) (0.2—2.9) 





* Calculated as calcium-D-pantothenate. 


lymphatic infiltration of the skin. Each of 
these diagnoses was confirmed by histo- 
pathologic study. The mean values of 
bound/free pantothenic acid are 6.0 with 
a range-of 5.5-6.4. 

Table 6 presents the findings of five pa- 
tients diagnosed’ as lymphoblastoma, who 
were found to have a mean value of bound/ 
free pantothenic acid 0.8 with a range of 
0.4 to 1.4. 

Table 7 summarizes the tabulated data. 


Comment 


It will be noted that values for normal 
persons are reasonably constant. Blood 
from lupus erythematosus patients showed 
a strikingly low ratio of bound to free 
forms of pantothenic acid. The mean ratio 
of bound to free in normal persons was 


TaBLE 4.—Blood Values in Fifteen Patients with 
Polymorphous Light-Sensitivity 











TaBLeE 5.—Blood Values in Three Patients with 
Lymphocytic Infiltration of Skin 











Pantothenic Acid * 
/100 ml. 
Patient Ratio 
Bound Free Bound/Free 

42 3 12 0.2 
43 16 8 2.0 
44 33 28 1.2 
45 33 10 3.3 
46 37 27 1.4 
47 50 8 6.2 
48 23 4 5.8 
49 36 12 3.0 
50 55 11 5.0 
51 32 6 5.3 
52 25 ll 2.3 
53 18 5 3.6 
54 28 5 5.6 
55 27 4 6.8 
56 21 7 3.0 

Mean 29.143.1 10.54+2.6 3.60.4 

Range (3—55) (4—28) (0.2—6.8) 





* Calculated as calcium-D-pantothenate. 
Slepyan et all. 


Pantothenic Acid * 
7/100 ml. 








Patient Ratio 
Bound Free Bound/Free 
57 33 6 5.5 
58 49 8 6.1 
59 32 5 6.4 
Mean 38.0+7.0 6.345.8 6.0+0.8 
Range (32—49) (5—8) (5.5—6.4) 





* Calculated as calcium-D-pantothenate. 


4.3 (range 2.4-7.5); for the systemic lupus 
erythematosus group the mean ratio was 
1.4 and the range 0.2-2.9; for the discoid 
lupus erythematosus group 1.9 (range 0.6- 
3.6). All ratios for lupus erythematosus 
blood were lower than the means of normals 
and only three were higher than the lower 
range of normals. Fourteen of the blood 


TABLE 6.—Biood Values in Five Patients with 
Lymphoblastomas 








Pantothenic Acid * 
+/100 ml. 





Patient Rat 

Bound Free Breat/ 

60 ibe ere S20 giants 34 24 1.4 

61 37 28 13 

62 Aymphooytie fuk ‘otkemis) 16 33 0.5 

63 (ymphob! 17 48 0.4 

(mycosis fempouden) 19 43 0.4 

Mean 24.645.4 35.244.5 0.840.6 
Range (16-37) (24—28) (0.4—1.4) 





~ Calculated as calcium-D-pantothenate. 


samples showed a ratio less than 2, and 
eight of these actually showed more free 
than bound pantothenic acid. When com- 
pared with similar values of normals, these 
results, although limited in scope, are highly 
indicative that lupus erythematosus blood 
has a low ratio of bound/free pantothenic 
acid. 


TaBLe 7.—Summary of Findings 








Mean of Range of 
Bound/Free Bound/Free 


No. Diagnosis —- Pantothenic 


Cases Aci Acid 
20 Normal 4.340.3 2.4+7.4 
11 Discoid L. E. 1.90.4 0.4+3.6 
10 Systemic L. E. 1340.5 0.2+2.9 
15 Polymorphous light- 3.60.4 0.2+6.8 
sensitivity 
3 —- gay infiltration 6.00.6 5.54+6.4 
of skin 
5 Lymphoblastoma 0.80.6 0.41.4 





Statistically * these data may be consid- 
ered by utilizing the analysis of variance. 
By this technique one may’ state more defi- 
nitely which groups are significantly differ- 
ent and which groups seem to be related 
than can be made by considering only the 
mean and the range. Significance will be 
considered to be at the 0.05 level. 

The means for bound/free ratios are as 
follows: 


Group I 4.27+0.33 Group IV 3.64+0.38 


Group II 1.94+0.44 Group V 6.01+0.84: 

Group III 1.30.46 Group VI 0.80+0.65 

The statistical analysis of the data indi- 
cates that the -bound/free ratio for the 20 
normal persons is not significantly different 
from the ratio for the 15 patients diagnosed 
as polymorphous light-sensitive or for the 
3 patients with lymphocytic infiltration of 
the skin. The analysis also indicates that 
the 11 patients with discoid lupus erythem- 


*Miss Florence Pohley made the statistical 
analysis of the data. 
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atosus, the 10 patients with systemic lupus 
erythematosus, and the 5 patients with 
lymphoblastomas all have significantly lower 
bound/free ratios. 

An examination of individual ratios for 
the lupus erythematosus blood samples 
shows that 14 of the 21 patients have ratios 
less than 2, and for 8 of these more free 
than bound pantothenic acid was found. 

It is curious that, regardless of the se- 
verity of the disease or the presence of the 
L. E. cell, the ratio remained persistently 
low. This appears quite significant in fur- 
ther supporting the thought that discoid and 
systemic lupus erythematosus are the same 
disease. A ratio of 2 or less appears to be 
consistent with lupus erythematosus. 

The biologically active form of panto- 
thenic acid is co-enzyme A. It will be noted 
that pantothenic acid comprises only a small 
portion of the'co-enzyme.. The precursor 
of co-enzyme A which is transported in the 
blood is probably 4’-phosphopantetheine. 


Co-Enzyme A 
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This or the dephosphorylated product 
(pantetheine) is probably the substance we 
have termed bound pantothenic acid. The 
co-enzyme itself is not predominant in 
blood. It is probably synthesized from 
4’-phosphopantetheine and adenosine tri- 
phosphate in the cell at the site of action. 
Although the concentration is significantly 
lower than for normal persons, there is a 
considerable amount of bound pantothenic 
acid in the blood of lupus erythematosus 
patients. If this is 4’-phosphopantetheine it 
is not likely that the concentration is low 
enough (in most of the cases analyzed) to 
prevent the synthesis of co-enzyme A at 
the site of action if the required active 
enzyme systems are present. However, it 
is quite likely that in these disease states 
there is some disturbance in pantothenic 
acid utilization giving a low tissue concen- 
tration of co-enzyme A. This might be 
revealed by lowered ability to acetylate such 
drugs as sulfanilamide and p-aminobenzoic 
acid. If this proved true, there would be 
a clear rationale for further studies in which 
one would strive to raise the co-enzyme A 
titer of such patients by nutritional or other 
means. 

The results of this study indicate that the 
lupus erythematosus and lymphoblastoma 
groups exhibit similar abnormally low 
bound/free ratios of pantothenic acid as 
compared with normal persons. It is sug- 
gested from this small sampling that the 
same inherent metabolic error may under- 
line both of these symptom complexes. It 
is interesting that a high bound/free ratio 
was found in lymphocytic infiltration of the 
skin. This disorder is frequently confused 
clinically and histopathologically with lupus 
erythematosus and with the lymphoblastoma 
group. Should further studies prove this 
ratio to be constant, a most helpful proce- 
dure will be available to the diagnostician in 
solving a difficult problem. 

Because at times the polymorphous light 
eruptions are clinically indistinguishable 
from lupus erythematosus, samplings were 
studied in order to correlate this disorder 
with lupus erythematosus. It is seen that no 
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consistent ratio pattern can be established 
here. Several of our patients allowed biop- 
sies to be performed in order to rule out 
lupus erythematosus. One of these patients 
(No. 48) early in our study showed a 
bound/free ratio of 0.5, only to give a 
reading of 5.8 a year later. These findings 
suggest that patients with polymorphous 


_ light eruptions may vary in their ratio levels 


and there appears to be no consistency as 
found in lupus erythematosus cases. 


Summary 


The ratio of bound/free pantothenic acid 
levels of the whole blood in patients with 
discoid and systemic lupus erythematosus 
are constantly lower than that found in 
normal controls. These findings substan- 
tiate the belief that discoid and systemic 
lupus erythematosus are one and the same 
disease and suggest the same enzymatic 
defect as being present in both stages of 
this disorder. 

Patients with manifestations of the 
lymphoblastoma group show abnormally 
low bound/free ratios, suggesting that here, 
too, the same inherent enzymatic error 
underlies both processes. 

Three specimens from patients with 
lymphocytic infiltration of the skin revealed 
a normal or high bound/free ratio. Both 
lupus erythematosus and the lymphoblasto- 
ma groups show a low ratio; this should 
be of help to the diagnostician when the 
histopathological pattern is in doubt. 

Preliminary studies support the premise 
that bound and free pantothenic acid blood 
levels are of great help in the differential 
diagnosis of lupus erythematosus. Further 
studies on a larger scale are indicated to 
help establish this procedure as a confirma- 
tory test for lupus erythematosus. 

1893 Sheridan Rd., Highland Park, Ill. (Dr. 
Slepyan). 
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Clinical Notes, New Instruments and Techniques 


Rapid Office Diagnosis of Chromoblastomycosis 


MILES HAVYATT, M.B., B.S., D.D.M., Sydney, Australia 


In a suspected case of chromoblastomycosis 
diagnosis can be confirmed by a simple office 
cultural study without the need for complex 
media. 

With a ring curette tissue is scraped from the 
lesion until free bleeding occurs. This is then 
washed off in a small bottle containing about 
5.0 ml. of distilled water and incubated at a 
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minimum temperature of 35 C (room tempera- 
ture). 

In some three to five days blackish steel-gray 
nodular growths of the Fonsecaea (Hormoden- 
drum) may be seen floating on the surface of the 
water. These are easily lifted from the surface, 
placed on a glass slide, and viewed microscopically 
without disturbing the mycelium. 


143 Macquarie St. 
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Eccrine Spiradenoma 


Report of a Case and Preliminary Pharmacologic Studies 


OTTO C. STEGMAIER, M.D., Davenport, lowa, and DAVID W. KERSTING, M.D., Milwaukee 


Eccrine spiradenoma, a small, painful, 
usually solitary tumor of the skin, recently 
has been demonstrated to be a definite clin- 
ical and histological entity.. Up to the 
present time, no clinical photographs or 
pharmacologic studies of this tumor are 
known to exist, although it is probable that 
the sweat gland adenoma reported with a 
clinical illustration in 1930 by King? was 
an example of the specific eccrine. spirad- 
enoma. The purpose of this report is to 
present the results of a clinical, photograph- 
ic, and preliminary pharmacologic study of 
a patient with not one but four of these 
tumors. 


Report of Case 


A white married woman, 32 years of age, was 
examined in February, 1956, for a dermatitis of 
the hands. On that occasion unusual-appearing 
tumors were noted in the cubital fossa of the left 
arm. The growths occupied an area approximately 
2 cm. in diameter proximal to the crease of the 
fossa. Four distinct tumors projecting above the 
level of the skin were found, and there was a 
suspicion that one additional lesion was present 
subcutaneously (Fig. 1). Tumors varied in size 
from 0.5 to 1 cm. in diameter. They were bluish- 
pink in color and spongy in consistency, and two 
had a central crease or indentation. Overlying 
the tumors, fine telangiectasias were observed. 
Clinically the diagnosis was leiomyoma. No 
similar lesions were found at any other site in 
this patient’s skin. The previous medical history 
was noncontributory. 

The most proximal tumor. was excised and 
submitted for pathologic diagnosis. Five patholo- 
gists who reviewed the sections concurred in the 
histological diagnosis of eccrine spiradenoma. 

Detailed Description of Tumors.—1. Size: Two 
tumors were 0.6 om. in diameter; one tumor was 
0.3 cm. in diameter, and the one excised was 1X5 
cm. in size. 
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Fig. 1—A group of eccrine spiradenomas in 
the cubital fossa of a woman 32 years of age. 
A, site of removal of one tumor; B, three other 
tumors. 


2. Onset: Three tumors appeared before 6 years 
of age. The one tumor that was excised appeared 
at about 13 years of age. 

3. Number: Four, and a possible additional sub- 
cutaneous tumor. 

4. Growth: No increase in size. 

5. Color: Bluish pink; occasionally they ap- 
peared a darker color. 

6. Shape: Ovoid, hemispherical. 

7. Consistency: Not firm, but spongy in char- 
acter. 

Results of Tactile and Thermal Stimulation 

(a) Cotton wisp failed to elicit pain. 

(b) Light touch with the finger tip elicited 
pain of short duration, which quickly subsided 
and did not radiate. : 

(c) Pinprick caused pain of very short dura- 
tion. 

(d) Heavier pressure elicited more pain than 
light touch (b); result otherwise same as (b). 
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(e) Cold: Ice cube resting on area caused an 
excruciating, “electric-shock” type of pain, which 
radiated up the arm to the neck. After applica- 
tion of the ice cube for one minute, the patient 
demanded that it be removed. There were no 
residual paroxysms of pain. 

(f) Heat: A 100 watt bulb at 3 in. from 
the arm for three minutes failed to elicit pain. 

(g) Increased ‘venous pressure (blood pressure 
cuff) also failed to elicit pain. 

(h) Voluntary muscular contractions of the 
muscles of the arm failed to produce pain. 

Pharmacologic Studies—A  25-gauge needle 
was inserted into the skin beneath one of the 
tumors. This caused moderate pain, which radiated 
up the arm to the neck and quickly subsided. 
After an interval of three minutes, the needle 
was inserted into one of the tumors. This caused 
excruciating pain, and we were forced to withdraw 
the needle. After another delay, the needle was 
inserted just beneath the skin overlying the tumor; 
and after a sharp pain, which abated, 0.01 unit of 
oxytocin injection U.S.P. (Pitocin) was infil- 
trated. Simultaneously, an identical dose was in- 
jected into the contralateral area. After one 
minute’s delay, a pulsating, sharp pain commenced 
and recurred every 15-20 seconds for one minute 
on the left, or tumor, side. After the first minute, 
paroxysms of pain occurred at longer intervals 


Fig. 2—Eccrine spiradenoma: low-power view 


of position of tumor in the skin. Reduced to 


88% of mag. X 120. 
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Fig. 3—The epidermis is normal. A sweat duct 
is present. The cellular pattern of the tumor is 
typical of eccrine spiradenoma. Reduced to 76% 
of mag. X 260. 
up to six minutes after injection. The original 
pain was severe and frequently radiated to the 
neck. One additional paroxysm occurred. 15 
minutes after injection, and the patient reported 
an occasional. pain for the following 48 hours. 
Approximately five months later, she had pain 
occurring spontaneously paroxysmally for one day. 

The oxytocin injected into the contralateral 
area caused a wheal, followed by dead-white 
blanching. No pain resulted in this area after 
the infiltration. 

Further injections, including a_ similar test 
with isotonic saline, have not been permitted by 
the patient, owing to the pain resulting from the 
oxytocin injection. 

Microscopic Pathology.—The epidermis in the 
region of the tumor masses was essentially normal 
(Fig. 2). 

Lobules of tumor were situated in the corium, 
extending from its middle third to the subcutaneous 
tissue. They were well defined and were sur- 
rounded by a thin capsule of connective tissue. 
In many places an empty space separated the cap- 
sule from the parenchyma of the tumor (Figs. 2 
and 3). 

The surrounding collagenous corium was edema- 
tous and contained vessels, nerves, hair follicles, 
and eccrine sweat apparatus. In one place an 
eccrine sweat gland was continuous with the 
cellular tumor. 


Vol. 75, June, 1957 





ECCRINE SPIRADENOMA 


Fig. 4.—In this segment of tumor the large pale 
cells are more diffusely arranged, and the dark 
cells lie along borders of large channels filled 
with blood. Reduced to 76% of mag. X 410. 


The tumor masses were richly permeated by 
channels and spaces lined by a single layer of endo- 
thelium and ‘containing blood (Fig. 4). Other 
spaces contained a lymph-like, homogeneous sub- 
stance and lymphocytes enclosed within endothe- 
lium. This material gave a weakly positive periodic 
acid-Schiff (PAS) reaction* and was resistant 
to diastase. In addition, the stroma of the tumor 
included a network of fibrillar reticulum, which 
was strongly PAS-positive and diastase-resistant. 
This reticular framework was particularly promi- 
nent when the tissue was ‘treated with a silver 
impregnation technique; in this case Gridley’s 
method for reticulum was used.*. No evidence of 
elastic tissue within the tumor was found when 
Weigert’s stain® for elastic fibers was applied. 

The cellular parenchyma of the tumor was 
arranged in an adenoid pattern of small dark 
cells with hyperchromatic nuclei and scanty cyto- 
plasm and large pale cells with vesicular nuclei 
and abundant cytoplasm. These cells formed com- 
pact groups, with the small cells at the periphery 
bordering on the stromal spaces, and the large pale 
cells forming central clusters, which either were 
solid or contained a small space or lumen (Fig. 
5). These central spaces usually contained a 
strongly PAS-positive, diastase-resistant granular 
substance. In some segments of the tumor the 
large pale cells were disposed more diffusely and 
abundantly, with only thin single lines of the 
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darker cells lying upon the boundaries of blood- 
filled channels (Fig. 4). Small masses of a homo- 
geneous hyaline material were found mixed between 
the groups of cells. This substance, which was 
PAS-positive and diastase-resistant, could not be 
impregnated with silver. It is distinct from the 
reticular framework and is probably a secretory 
product of the cells or of the reticular connective 
tissue ground substance. 


Summary and Conclusions 


An eccrine spiradenoma in the skin of 
the ventral forearm of a woman, 32 years 
of age, has been present for 19 years. 

The episodes of severe pain in the tumor, 
its early onset and long duration, its small 
size and location, its bluish color during 
some of the painful episodes, and the histo- 
logical features establish the diagnosis of 
eccrine spiradenoma, a clinicopathologic en- 
tity described by Kersting and Helwig.? 

The local infiltration of 0.01 unit of 


oxytocin injection U. S. P. (Pitocin) into 
the skin adjacent to the tumor was followed 
by intermittent attacks of severe pain at 
the site of the tumor and pain radiating up 


Fig. 5.—Eccrine spiradenoma: the two types of 
cells arranged in a diffuse and irregular pattern, 
permeated with vascular channels. Reduced to 
76% of mag. X 480. 





the arm in decreasing frequency and vari- 
able intensity over a period of 15 minutes 
after the injection. A precisely similar in- 
jection at the same contralateral site elicited 
no symptom. Severe, dead-white ischemia 
developed at the site of both injections. 
This single response to oxytocin injection 
is evidence that within the diverse anatomy 
of the eccrine spiradenoma a contractile 
tissue is present, which upon stimulation 
elicits pain. 

We believe this tissue is the vascular 
musculature, or an eccrine myoepithelium, 
or both. In our opinion, these observations 
support the impression that the eccrine 
spiradenoma is an anatomic and physiologic 
composite of the entire secretory .portion 
of the eccrine sweat apparatus. We believe 
the observed facts are not evidence that this 
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tumor is necessarily a new growth of myo- 
epithelium. 

Further controlled studies, with sympa- 
thetic and parasympathetic agents, as well 
as their inhibitors, are needed in the physi- 
ologic problem of the painful eccrine spirad- 
enoma. 

609 First National Building (Dr. Stegmaier). 

316 E. Silver Spring Drive (Dr. Kersting). 
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Mycetoma Pedis 


Four Cases Treated with Streptomycin 


LIEUT. COL. L. ZIPRKOWSKI, M.D.; MAJOR G. ALTMANN, M.S.; LIEUT. COL. F. DALITH, M.D., and 


LIEUT. U. SPITZ, M.D., Tel Hashomer, Israel 


Mycetoma pedis is a deep, chronic in- 
fection of the foot, characterized by sinuses, 
abscesses, osteitis, and hypertrophy of the 
tissue, resulting in deformity of the affected 
part. In contrast to actinomycosis, no hema- 
togenous spread to other parts of the body 
takes place. On the other hand, there is no 
tendency to spontaneous cure, the affection 
resulting ultimately in invalidity. This clini- 
cal and pathological picture is quite uniform, 
regardless of the causative organism, of 
which a bewildering variety of more than 
30 different species, both aerobic Actino- 
mycetes and fungi, have been named, though 
only part of these were adequately described. 
As proposed by Chalmers and Archibald, 
the term mycetoma should be used when the 
condition is caused by Actinomycetes 
(Nocardia or Streptomyces), while maduro- 
mycosis is the term applied to infection with 
fungi (e. g. Madurella). 

Isolation and proper identification of these 
micro-organisms seems today to be of more 
than theoretical interest, as some of them are 
sentitive to antibiotic and chemotherapeutic 
agents, making a medical approach to the 
treatment of this disease possible. 

During the last years we have had the 
opportunity to see four cases of mycetoma 
pedis. 

Report of Cases 
Case 1—A 35-year-old male Yemenite who had 


come to this country a short while before admis- 
sion. Examination on admittance to the ward 
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Fig. 1A (Case 1).—On admission. 


revealed the right foot to be highly deformed on 
the dorsal and plantar side and covered with 
granulomatous nodules, pustules, and _ sinuses, 
some of which discharged a purulent fluid con- 
taining yellow grains (Fig. 1A). 

The x-ray examination showed marked swell- 
ing of the soft tissues and signs of secondary 
osteitis in the metatarsal and tarsal bones (Fig. 
1B). 

The patient was not able to use his leg and 
complained of persistent pains. General clinical 
and laboratory examinations did not reveal any 
other abnormal findings except a BSR (Wester- 
gren) of 62/94 mm. and an eosinophil count of 
21%. There was no lymphadenitis. The patient 


Fig. 1B (Case 1).—Right foot. Marked swell- 
ing of the soft tissues in all areas. Diffuse osteo- 
porosis of all bones. Multiple central and marginal 
bone defects (first metatarsal and some tarsal 
bones). Localized sclerotic bone reaction with 


spur formation (first metatarsal and first cunei- 
form). 
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Fig. 1C (Case 1).—After treatment. 


remembered having cut his right foot with some 
sharp tool approximately 10 years before, while 
still in Yemen, and he associated this trauma with 
the beginning of the swelling. 

Treatment was started with trisulfapyrimidines 
U.S. P. (“trisulpha”), the patient receiving a 
total amount of 47 gm. during a period of 10 days, 





Fig. 2A (Case 2).—Biopsy material. Widespread 
fibrosis and yellow grains can be noted (reduced 
about 1/3 from mag. X 4). 


Fig. 2B.—Section of grain of N. madurae sur- 
rounded by inflammatory exudate and dense scar 
tissue. (reduced about 1/3 from mag. xX 50). 
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apparently without any improvement. It was 
then decided to try streptomycin. Treatment was 
started with 3 gm. daily and was continued after 
culture revealed a strain of Nocardia (TH/1), 
later identified as N. madurae, which was sensitive 
to streptomycin in vitro. 

After 60 gm. of streptomycin, some improve- 
ment could be noticed; the sinuses started closing, 
and the swelling subsided. Streptomycin was re- 
duced to 2 gm. and later to 1 gm. daily. After 
80 gm., a disturbance of the vestibular apparatus 
appeared and for some days streptomycin was ex- 
changed for dihydrostreptomycin. Treatment was 
concluded after the patient had received 165 gm. 
of streptomycin during a period of six months. 
By that time all sinuses were completely healed, 
the swelling had subsided to a minimum, and the 
foot was of a nearly normal appearance (Fig. 
IC). The patient was free of pain and could 
walk without the aid of a cane. BSR was down 
to 19/35 mm. and the eosinophil count had dropped 
to 7%. 

A control x-ray examination showed marked re- 
gression of the soft tissue swelling. The bone 
lesions were practically unchanged. 

The patient was under continued observation for 
nearly six years. No relapse or any pathological 
changes were noticed during this period. 

CasE.2.—A 36-year-old man, born in Yemen, 
but living in Aden before his immigration. By 
occupation a building worker, he was not used to 
wearing shoes, until he came to this country nine 
years ago. He was admitted to the orthopedic 
ward with a severe swelling of his right foot, 
which had started some months previously. He 
complained of pains, especially when walking. 
Examination showed a tumor-like swelling on the 
external side and sole of his right foot, which 
was of a hard consistency, with the skin strongly 
adherent. Small sinuses were scattered over this 
area, but no signs of an acute inflammation could 
be noticed. The eosinophil count was 8%, the 
BSR 4/12 mm. 


Fig. 2C.—Section of grain of N. madurae (re- 
duced about 1/3 from mag.  X 220). 
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Fig. 2D.—Sinuses surrounded by inflammatory 
exudate composed of pus cells, epithelioids, and 
scattered giant cells (reduced about 1/3 from 
mag. X 80). 


The x-ray examinations showed marked swell- 
ing of the soft tissues in the plantar area adjacent 
to the calcaneous, cuboid, and metatarsal. The 
bones showed no changes. 

Wide excision of the lesion was performied, and 
deep penetrating sinuses and numerous soft, yellow 
grains were revealed, confirming the clinical sus- 
picion of mycetoma. On culturing these grains, 
a strain of N. madurae (TH/2) was grown, which 
later was found to be sensitive to streptomycin 
in vitro. Histological examination was_ typical 
for mycetoma (Figs. 2A, B, C, D, E). 

Treatment was started with 1 gm. of strepto- 
mycin daily. The wound healed quickly; the swell- 
ing disappeared, and the foot regained its normal 
appearance. The patient was discharged from the 
hospital after a total of 54 gm. of streptomycin. 
During a follow-up of two and a half years, no 
relapse occurred. A control x-ray examination 
showed no more changes in the soft tissues. 


Case 3.—A woman aged 44, a native of Yemen, 
who came to this country five years previous to 
admission. Approximately one year after her im- 
migration, her left foot started to swell, and dis- 
charging sinuses appeared. The patient did not 
remember having hurt her leg. On admission the 
left foot was found to be darkly pigmented and 
enlarged, both on the dorsal and the plantar side. 
Many sinuses were present, most of them on the 
sole, some open and some covered with crusts 
(Fig. 3). The eosinophil count was 8% and the 
BSR 44/100 mm. There was no lymphadenitis, 
and no other pathological findings: were noted. 
The x-ray examination showed diffuse swelling 
of the soft tissues in all areas and signs of second- 
ary osteitis in the metatarsalia and tarsalia. 

Biopsy was performed, and it revealed the typi- 
cal picture of mycetoma, i.e., deep sinuses and 
numerous grains. These were yellow and of a 
soft consistency, apparently identical in micro- 
Scopical and macroscopical appearance with those 
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Fig. 2E.—Crushed grain of N. madurae show- 
ing meshwork of mycelium. 


found in Cases 1 and 2. Though every effort was 
made to cultivate the organism, unfortunately all 
cultures were so heavily infected with staphylo- 
cocci resistant to antibiotics, that they finally had 
to be abandoned. 


Treatment consisted of 1. gm. of streptomycin 
daily, and a definite improvement could be ob- 
served. After 40 gm. of streptomycin, the patient 
developed a severe psychosis, and treatment had 
to be stopped. At this time control x-ray examina- 
tion showed marked regression of the soft-tissue 
swelling. The patient was discharged from the 
hospital upon the wish of her family, and did 


Fig. 3 (Case 3).—On admission. 











Fig. 4 (Case 4).—On admission. 


not appear for follow-up examinations as she was 
requested to do. 


Case 4.—A 45-year-old man, native of Yemen. 
Before immigrating to this country six years ago, 
he had spent two years in Aden. There, one night, 
while running barefooted, he had stepped on a 
sharp object, cutting the sole of his right foot. 
The wound was disinfected. Some time thereafter 
a painful swelling appeared, and later on draining 
sinuses. He walked with difficulty, but was re- 
luctant to seek medical aid, as he was told by a 
physician in Aden that his foot would have to be 
amputated. Increasing deformity of the foot and 
persistent pains finally brought him to the out- 
patient department of this hospital. 

On admission the right foot was found to be 
distorted, the skin darkly pigmented, and numerous 
sinuses were scattered over the dorsal and espe- 
cially the plantar area (Fig. 4). On application 
of slight pressure, hard yellow grains could easily 
be squeezed out of the sinuses. From these grains 
a strain of Streptomyces somaliensis (TH/4) was 
grown in culture. 

Although the patient was in a state of poor 
health, clinical and laboratory examination did 
not reveal any other abnormal findings . except 
an. eosinophil. count of 15%. BSR was 5/10 mm. 
There was no lymphadenitis. The x-ray examina- 
tion showed diffuse swelling of the soft tissues 
in all areas and signs of secondary osteitis in the 
metatarsalia and tarsalia. 

Treatment consisted of 1 gm. of streptomycin 
daily up to a total of 134 gm. There was much 
improvement; the sinuses closed, and the swelling 
subsided. But the pain continued to be severe 
enough to cause great discomfort in walking. 

Five months after leaving the hospital the pa- 
tient was readmitted with a relapse. Two sinuses 
could be observed, which, on opening, again dis- 
charged a number of grains. 

In accordance with the in vitro sensivity of the 
causative organism, it was decided to add chlortet- 
racycline (Aureomycin) to streptomycin. He was 


858 


A. M. A. ARCHIVES OF DERMATOLOGY 


treated with 22 gm. of streptomycin and 12 gm. 
of chlortetracycline during 22 days and was dis- 
charged in a good state of health, with no pains 
at all. 

A control x-ray examination, one year after 
his first admission, showed marked regression 
of the soft-tissue swelling and reappearance of 
normal bone texture and density. Only one local- 
ized bone destruction (first cuneiform) was ob- 
served. 


Bacteriological Studies 


Cast 1 (Strain designated TH/1).— 
Isolation: When one of the many sinuses 
was opened, numerous yellow grains were 
found. Some of these were seeded on slants 
of blood agar, Sabouraud dextrose agar, and 
fluid thioglycollate medium. The next day all 
cultures were found to be contaminated with 
Staphylococcus aureus. Other grains were 
now washed first in a 20 unit/ml. solution 
of penicillin and’ then with sterile saline, 
and cultured on the above-mentioned media. 
Growth was obtained on blood agar after 
12 days. 

Morphology in tissue: Soft, oval, yellow 
grains, measuring 1-2 mm., easy to crush, 
consisting of a meshwork of interwining, 
branching, nonseptate filaments; Gram- 
positive, not acid’ fast. Subcultures were 
made on various media for further study. 

Vegetative growth: Long, branching, uni- 
cellular filament of variable thickness (Fig. 
5) ; Gram-positive, not acid-fast ; no division 
into short rods or coccoid bodies. 

Aerial mycelium: Short, straight, white; 
Inconsistent in appearance. 


Fig. 5.—N. madurae. 


Glucose broth; 14 days. 
slightly from mag. X 970). 


Vegetative mycelium. 
Gram stain (reduced 
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Fig. 6—N. madurae TH/1 on glucose agar 
plate; 25 days. 


Pigment: From cream-colored and yellow 
to pink and bright red, depending on medium 
and age of culture; not diffusing into sur- 
rounding medium; not soluble in water, 
weak alkaline or acid solutions. It can be 
extracted by grinding the organism with 
ethanol or methanol. In this alcoholic solu- 
tion it behaves like an indicator, being red at 
an acid pH and colorless at an alkaline one. 

Blood agar: Colonies round, smooth, brit- 
tle, with submerged margins; gradually de- 
veloping a central papilla; greenish-gray; 
sticking to the medium, difficult to remove ; 
no hemolysis. 

Glucose agar (1% glucose): Visible col- 
onies appeared after 7 to 10 days. They 
were first round and smooth, later raised, 
wrinkled, crateriform or piled up, brittle; 
cream-colored to pink (Fig. 6). 

Glycerin agar (1% . glycerin): Good 
growth. Colonies first whitish, later pink, 
glistening. A conspicuous odor is produced. 

Loeffler’s medium: Good growth. Colonies 
wrinkled, raised, and piled up; yellowish to 
red in color. After some weeks total lique- 
faction of slant. 

Loewenstein-Jensen medium: Very good 
growth. Colonies large, raised, wrinkled, 
piled up, brittle ; yellow to pink. (No inhibi- 
tion of growth by the malachite green con- 
tained in the medium. ) 

Potato plug: Good growth. Colonies 
wrinkled, raised, cream-colored to bright red. 
A short, straight, white aerial mycelium at 
the top of the plug after two weeks. 
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Carrot agar: Good growth. Colonies 
wrinkled, raised, papillated or crateriform. 
Production of red pigment more pronounced 
than on other media (Fig. 7). 

Casein hydrolysate agar: Colonies small 
and yellow, mostly smooth ; a few developing 
a central papilla. 

Sabouraud dextrose agar (Difco): No 
growth, probably due to low pH (5.4). 

Milk: Slow peptonization, no coagulation, 
and no pellicle formation. 

Fluid media: In peptone water, glucose 
broth, brain heart infusion and Dubos TB 
medium (Difco, containing 0.05% polysor- 
bate 80 [Tween 80]) growth consisted of 
white puff balls or firm granules on the bot- 
toms of the tubes. No pellicle was- formed ; 
no turbidity and no pigment formation were 
observed, even after many weeks of incuba- 
tion. 

Gelatin: Liquefaction. — 

Inspissated serum: Liquefaction. 

Urea: Not decomposed. 

H2S: Not formed. 

Starch: Hydrolysis. 

No production of acid in peptone media 
from glucose, lactose, maltose, sucrose, 
mannitol, dulcitol, adonitol, salicin, and 
inositol. Good growth was obtained in syn- 
thetic media containing ammonium salts or 
sodium nitrate as source of nitrogen and 
glucose or glycerin as the carbon source. 
Aerobic. Optimal growth at 35 C-37 C; good 
growth at 28-30 C; poor growth under 25 C. 
Optimal growth at pH 7.0-7.6; Good growth 
at pH 9.0; very scanty growth at pH 5.0. 

Odor: Was noticed on some media but not 
on others ; pronounced on glycerin agar. 


Fig. 7—N. madurae TH/1 on carrot agar plate; 
25 days. Colonies are bright red. 
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Fig. 8—Grains of S. somaliensis (from Case 


Animal pathogenicity: Not pathogenic for 
young (4 weeks old) golden hamsters 
(Cricetus auratus) when injected intra- 
peritoneally. 

Case 2 (Strain designated TH/2).—Iso* 
lated from yellow, round to oval, soft grains 
measuring 1-1.5 mm., which consisted of a 
meshwork of interwining, branching myce- 
lium (Fig 2E) ; Gram-positive, not acid-fast. 

On culturing, this strain was found to be 
very similar to the strain discussed previ- 
ously (TH/1). It produced the same types 
of colonies on solid media and the same kind 
of growth in fluid ones. But it was a much 
slower-growing strain and weaker in its bio- 
chemical activity. On isolation, first growth 
appeared after 25 days only. In subcultures, 
visible colonies appeared after 15 to 20 days. 
Colonies were always smaller than colonies 
of TH/1, even on the most complex media, 
e. g., blood agar or Loewenstein-Jensen 
medium. Liquefaction of gelatin and hy- 
drolysis of starch took much more time. 
Pigment production was less pronounced, 
and no really bright red pigment was pro- 
duced. 

During all the months that these two cul- 
tures were studied, it was always easy to 
tell one from the other, another example of 
the great variability of strains of the same 
species, so often stated in papers on Actino- 
mycetes, 

The identification of strains TH/1 and 
TH/2 presented a problem when first iso- 
lated. Though very similar in the morphol- 
ogy of the grains and most cultural features 
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to N. madurae, as described by Waksman,? 
they were different in a number of ways, 
e. g., proteolytic activity, production of 
aerial mycelium and absence of fragmenta- 
tion of the vegetative mycelium. As no 
strains of N. madurae were at our disposal 
for comparison, TH/1 and TH/2 were sent 
to D. Erikson (University of Aberdeen, 
Scotland) and TH/1 to R. E. Gordon (Rut- 
gers University, New Jersey). Both iden- 
tified the strains as N. madurae. 


Case 4 (Strain designated TH/4).—Iso- 
lated on two different dates from grains dis- 
charged from sinuses. 

‘Morphology in tissue: Hard, yellow, ir- 
regularly shaped grains, measuring 1-2 mm., 
each composed of five to nine smaller grains 
(Fig. 8). Difficult to crush. Resistant to 
30% potassium hydroxide. Consisting of an 
amorphous material, without any internal 
structure, transversed by a few threads of 
mycelium, which were Gram-positive and 
not acid-fast. 

Vegetative growth: Branching non-sep- 
tated filaments ; Gram-positive, not acid-fast 
(Fig. 9). 

Aerial mycelium: Short, white, quickly 
appearing and abundant on all solid media 
tried. 

Pigment: Whitish to golden yellow and 
brown, depending on the medium. 

Blood agar (Sheep blood): Colonies at 
first round and smooth, later crateriform; 
reddish-brown, later some or all colonies 


Vegetative mycelium. 
Gram stain (reduced 


Fig. 9.—S. somaliensis. 
Glucose broth; 14 days. 
slightly from mag. X 970). 
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Fig. 10.—S. somaliensis on glucose agar plate; 
10 days. Note matt colonies without and white 
colonies with aerial mycelium. 


covered with white aerial mycelium; hemo- 
lysis. 

Glucose agar (1% glucose): On isolation, 
colonies appeared after five to seven days. 
They were round and whitish, later crateri- 
form and yellow, some covered with white, 
short, aerial mycelium. Colonies, as seen 
from the back of the Petri dish, were dark 
yellow. They were cartilaginous, sticking to 
the substrate and difficult to- remove (Fig. 
10). 

Glycerin agar (1% glycerin): Like glu- 
cose agar. 

Carrot agar and Carrot plug: Very good 
growth, abundant white aerial mycelium. 

Loewenstein-Jensen medium: Good 
growth. Colonies large, raised, bizarre, 
yellowish, later covered with white aerial 
mycelium. 

Milk: Peptonization. A pellicle and later 
a yellow ring form on the surface. . 

Fluid media (glucose broth, brain heart 
infusion): Growth on the bottom of the 
tube. No pellicle, no turbidity, no pigment 
production. No production of acid from 
carbohydrates in peptone water. 

Starch: No hydrolysis. 

Gelatin: Liquefaction. 

H2S: Not formed. 

Odor: Strong, earthy, 

‘Aerobic. Growing at 30 C and 37 C. Op- 
timal growth at pH 7.0-7.6; good growth 
at pH 9.0; very scanty growth at pH 5.0. 

Pathogenicity: Not pathogenic for young 
hamsters when injected intraperitoneally. 

The morphology of the grains and the cul- 
tural characteristics of strain TH/4 conform 
with the description of S. somaliensis as 
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given by Erikson * and Waksman,? and it is 
tentatively named so, though it was not pos- 
sible to compare it with standard strains of 
this species. 


Susceptibility to Antibiotics 


Various concentrations of antibiotics were 
incorporated into freshly prepared buffered 
1% glucose broth, pH 7.2. Screw cap tubes 
were used, the total volume of each tube 
being 4 ml. The inoculum consisted of one 
drop of mechanically dispersed and diluted 
growth from freshly grown cultures. The 
tubes after inoculation were incubated at 
37 C and read weekly for four to six weeks. 
Each concentration was tested in triplicate. 
Results are summarized in the Table. 


Minimal Complete Inhibitory Concentrations 
of Antibiotics 











Nocardia -Madurae 8. Somali- 
ensis 
TH/1, TH/2, TH/4, y/ml 
y/ml y/ml 
Penicillin >100 >100 >100 
Streptomycin 5 5 100 
Tetracycline 10 10 5 
Chloramphenicol +100 10 >100 
Polymyxin B sulfate >100 pote 100 
en >100 10 acs 
Viomycin >100 Sonik >100 
Erythromycin >100 >100 





No concentrations greater than 100 ~/ml. were tried. 


Both strains of N. madurae were found 
to be sensitive to streptomycin and tétra- 
cycline (Achromycin). As to chlorampheni- 
col (Chloromycetin) and tyrothrycin, it is 
doubtful in our opinion if the difference in 
sensitivity is still not another example of 
the dysgonity of strain TH/2, as mentioned 
previously. S. somaliensis was found in 
vitro to be sensitive to tetracycline only, 
though it apparently responded to treatment 
with streptomycin in vivo. 


Comment 


Epidemiology.—In three of the four re- © 
ported cases the infection was definitely ac- 
quired abroad (Cases 1, 3, and 4). The 
fourth patient (Case 2) developed signs of 
infection after a period of not less than nine 
years in this country. The question is left 
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open whether the infection had occurred 
abroad or in Israel. No case of mycetoma 
pedis contracted in this country has as yet 
been reported. The only two cases of 
maduromycosis (caused by Madurella spe- 
cies) reported by Dostrovsky et al.*> were 
also immigrants from Yemen, infected 
abroad. 

Bacteriology.—Cases 1 and 2 were caused 
by N. madurae; in the third, culture did not 
reveal the causative agent, but the clinical 
picture, biopsy, and morphology of grains, 
were very similar to the two first cases. The 
fourth case proved to be caused by S. 
somaliensis. 

In vitro two strains were sensitive to 
streptomycin and tetracycline. The culture 
from the fourth case was sensitive in vitro 


to tetracycline only, but, apparently, re-~ 


sponded clinically to streptomycin. 
Laboratory Findings.—An elevated eosin- 
ophil count was noted in all four cases. This 
disappeared markedly shortly after com- 
mencement of treatment. As all patients 
were immigrants from Yemen, and, as a 
high percentage of Yemenites show an ele- 
vated eosinophil count (schistosomiasis), no 
conclusion can be made regarding the cor- 
relation between mycetoma and the increase 
of the eosinophils; even the fact that after 
the treatment the eosinophils returned to 
normal, cannot be regarded as significant. 
X-ray Findings——The x-ray examination 
showed marked swelling of the soft tissues 
in all four cases. Changes in the tarsal 
bones, such as described as typical for the 
disease by Caroll,* were found only in Cases 
1, 3, and 4. As for Case 2, attention is 
drawn to the fact that the swelling had 
started shortly before admission to the hos- 
pital, whereas the remaining three had al- 
ready been suffering from their infections 
several years previously. 
Therapy.—Treatment in all cases con- 
sisted of large doses of streptomycin from 
the moment of establishment of diagnosis. 
Cornplete recovery was noted in Cases 1 and 
2. In Case 3 treatment with streptomycin 
had to be stopped after a total of 40 gm., 
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because of the development of a severe psy- 
chosis, which was attributed to the high 
doses of this antibiotic. A definite improve- 
ment in the condition of the patient could 
already be noted at this point. 

The fourth patient (Case 4) received a_ 
total of 134 gm. of streptomycin and was 
discharged in good condition. Five months 
later, however, the patient had a minor re- 
lapse and was readmitted. He was then 
treated with a total of 22 gm. of strepto- 
mycin, together with 12 gm. of chlortetra- 
cycline, with good results. 

In all cases mentioned streptomycin 
proved to be of definitive value, and no 
major surgical procedures had to be resorted 
to. 

Abbott,’ in his interesting article that ap- 
peared during the writing of this paper, has 
reported treatment with several antibiotics— 
except streptomycin—but his results were 
not conclusive. 

In view of the encouraging results in our 
cases, “it is suggested that streptomycin be 
tried in all cases of mycetoma pedis, before 
more radical surgical intervention. 


Summary 


_ Four cases of mycetoma pedis, observed 
in Israel, are reported. 

Epidemiology, bacteriology, laboratory, 
and x-ray findings have been discussed. . 

All four cases have been treated success- 
fully with streptomycin, without major 
surgical procedures. 

Further trial of treatment with strepto- 
mycin in cases of mycetoma pedis caused 
by Nocardia is suggested. 

Tel Hashomer Government Hospital. 

Technical assistance was given by Mrs. L. 


Weinert, H. Becker, and A. Bruck (Department 
of Bacteriology). 
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1 | Aid in Dermabrasion 

bs AUSTIN W. CHEEVER, M.D., Boston 

S 

- Taking a hint from the brain surgeons’ use of 

. absorbable gelatin sponge (Gelfoam, Upjohn Com- 
pany), I have found it useful in dermabrasion. 
Bleeding areas are mopped with gauze, then Gel- 
foam powder is blown on from a squeeze bottle, 
mopped again with fairly firm pressure to press 

Received for publication Oct. 19, 1956. 
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the Gelfoam firmly against the bleeding areas, then 
applied again. Bleeding is considerably reduced. 
The Upjohn Company wishes it clearly under- 
stood that the powder is not quaranteed to be 
sterile, as for brain surgery. It is, however, suffi- 
ciently so to be perfectly safe for this procedure. 


464 Beacon St. (15). 
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A New Verrucous Mycosis Caused by Cercospora Apii 


LIE-KIAN-JOE, M.D.; NJO-INJO TJOEl ENG, M.D., and SARTONO KERTOPATI, M.D., Djakarta, Indonesia 
With Mycologic Report by Chester W. Emmons, Ph.D., Bethesda, Md. 


From an unusual verrucous lesion on the 
face of an Indonesian boy we repeatedly 
isolated a fungus which has not been re- 
ported previously as a cause of disease in 
man or animals. The fungus obviously falls 
within the taxonomic limits of the genus 
Cercospora, whose many species are well 
known to plant pathologists as frequent 
causes of leaf spots. We are unable to dif- 
ferentiate the fungus from Cercospora apii 
Fresenius 1863, and we identify it with this 
species. The production of extensive dermal 
lesions in man with invasion and prolifera- 
tion of hyphae to the corium by a fungus 
which is a known pathogen of plants is 
unique in medicine. 

This case will be reviewed, along with a 
second unusual subcutaneous mycosis,* in a 
paper prepared for a mycological journal.? 


Report of Case 


An Indonesian orphan boy, age 12 years, was 
hospitalized Aug. 28, 1954, because of extensive 
verrucous lesions of the face. The accompanying 
relatives were unable to give a detailed history of 
the disease. They stated that the infection started 
many years ago when the patient was a small 
child. It began as a small nodule on the left cheek 
under the eye and it gradually expanded. The 
relatives could not remember whether this initial 
lesion was preceded by an injury by a thorn, 
splinter, or insect bite, nor could they tell whether 
certain leaves or plants had been applied to the 
lesion as a poultice. 

Physical Examination.—The patient was a well- 
developed and well-nourished child. His face was 
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Fig. 1.—Verrucous lesions on the face. April 
6, 1955." : 


covered by numerous discrete and confluent bluish- 
red raised, flat to cauliflower-like areas of infiltra- 
tion (Figs. 1 and 2). These lesions covered almost 
the entire face and both ears, only small areas 
such as the temples being free. Both lips were 
affected, and as a result of this the mouth could 
not be opened widely. The eyelids were involved 
but functioned satisfactorily. The skin covering 
the lesions showed fine scales, and certain areas 


Fig. 2—Large ulcerated lesion. June 25, 1956. 


a 

















UMI 


VERRUCOUS MYCOSIS—CERCOSPORA 


Biopsy Specimens Taken from the Lesion 








Biopsy No. Date Location 

1. N 64672 Sept. 1, 1954 Forehead 

2. N 64892 Sept. 14, 1954 Chin 

3. N 66747 Dec. 13, 1954 Forehead 

4. N 68079 Feb. 25, 1955 Left cheek 

5. N 68296 March 11, 1955 Right cheek 

6. N 68510 March 25, 1955 Left cheek 

7. N 68558 March 29, 1955 Leftcheek 

8. N 71990 Nov. 22, 1955 Left cheek 

9. N 71161 Nov. 1, 1955 Papule left thorax 
10. N 72228 Dec. 6, 1955 Papule right thigh 
11. N 76108 Aug. 16, 1956 Nasal septum 


Fungus in Tissue Cultivation 
Section 


No culture 

No culture 

About 70 colonies of Cercospora 
About 50 colonies of Cercospora 
Numerous colonies of Cercospora 
No culture 

Numerous colonies of Cercospora* 
No culture 


No culture 
Numerous colonies of Cercospora 
Numerous colonies of Cercospora 


+4+4++++44+444+ 





*Aspergillus flavus grew also on some slants of Littman’s medium. 


were depigmented while others were covered by 
a thin hemorrhagic crust. The consistency of the 
lesions was firm, and the margins were sharply 
demarcated. 

The lesions were not confined to the skin of the 
face but extended into the nasal cavities. No 
verrucous lesions were seen on the nasal mucous 
membrane, but there was destruction of the nasal 
conchae and perforation of the cartilaginous sep- 
tum with resultant saddle nose. The surfaces of 
the nasal cavities were covered with a brown- 
green-yellow crust. When this crust was removed 
a layer of yellow-green pus was observed. 

The pharynx and the mucous membrane of 
the mouth were not affected. 

The patient showed no other abnormalities. 
There was no fever. Regional lymph nodes were 
not enlarged. 

Laboratory Data—Hemoglobin value was 14.2 
gm. per 100 cc.; total white cell count 10,800 
with 6% eosinophils, 58% neutrophils, 29% 
lymphocytes, and 7% monocytes; blood sedimenta- 
tion rate 71 mm. over a period of one hour and 
100 mm. over a period of two hours. Wassermann 
and tuberculin reactions were negative. Hookworm 
and Ascaris eggs were found in the stools, X-ray 
film of the lungs showed no abnormalities. 

Histologic Changes.—Eight biopsy specimens 
were taken at different times and from different 
places in the skin lesions on the face and a biopsy 
was performed on the lesions in the nasal septum 


- (Table). 


The histological changes of the skin lesions 
may be summed up as follows: 

In the tissue sections were seen cross and longi- 
tudinal sections of brown hyphae. The hyphae 
had frequent septa. They were remarkably uniform 
in diameter, varying from 4u to 84. They were 
present in the epithelium and in the corium, and 
their presence was associated with certain path- 
ologic changes described as follows: 

There was a varying degree of hypertrophy of 
the epithelium associated with elongation of the 
papillary bodies. (Fig. 3). This hypertrophy was 
caused by acanthosis, spongiosis, and in many 
places also hyperkeratosis or parakeratosis. 
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Formation of horny pearls, usually with incomplete 
keratinization of the centers, was often seen. The 
hypertrophied epithelium often showed small in- 
traepithelial cavities (Fig. 3). 

The basal layer showed no pigment formation 
in many places. The borderline of the epithelium 
and corium was obvious, except in small areas 
showing much inflammatory reaction. Many cells 
of the prickle-cell layer appeared swollen and 
edematous, and there were vacuoles about some 
nuclei. Spinous processes of the cells were plainly 
seen in areas where intercellular edema was 
marked. A few mitotic figures were seen in both 
the basal- and prickle-cell layers. The granular 
layer was often absent. The horny layer was 
thickened in certain places and thin in other areas. 
A few eosinophils and mononuclear cells were 
scattered in the epithelium. In certain areas 
neutrophils were also seen. 


Hyphae were found in all layers of the epithe- 
lium. They were seldom found in the superficial 
horny layer, but were numerous in the horny 
pearls (Fig. 6). Many of these horny pearls were 
infiltrated with mononuclear cells, neutrophils, and 


Fig. 3—Hypertrophy of the epithelium showing 
intraepithelial cavities of various sizes. Hematoxy- 
lin and eosin stain; X 43. 








Fig. Hiya fragments (ie arrows) sur- 
rounded by degenerated epithelial cells showing 
some degree of keratinization. Part of a large 
intraepithelial cavity filled with mononuclear cells, 
neutrophils, eosinophils, and degenerated epithelial 
cells is seen in the left upper quadrant. Hematoxy- 
lin and eosin stain; 3 


eosinophils (Fig. 6). Hyphae were often found 
also in the intraepithelial cavities. 

The presence of hyphae in the epithelium caused 
degeneration and necrosis of the adjacent epithelial 
cells, often associated with keratinization and lysis 
(Fig. 4). If keratinization occurred without lysis, 
horny pearls were formed (Fig. 6). Lysis re- 
sulted in formation of intraepithelial cavities 
(Figs. 3, 4, and 5). Keratinization and lysis were 
often found side by side, and partly lysed horny 
pearls were not infrequent. 

Intraepithelial cavities were mostly found in the 
cauliflower-like growths. They contained mono- 
nuclear cells, eosinophils, neutrophils, necrotic 


Fig. 6—Horny pearl showing cross and longi- 
tudinal sections of hyphae and infiltration with 
mononuclear cells, neutrophils, and eosinophils. 
Hematoxylin and eosin stain; X 480. 
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Fig. 5.—Lysis of epithelial cells. Hyphal frag- 
ment in the center. A foreign-body giant cell is 
seen in the left upper quadrant. Hematoxylin and 
eosin stain; xX 2 


cells and hyphae. In some of these cavities foreign- 
body giant cells were seen. (Fig. 5). When the 
number of cells was large, small intraepithelial 
abscesses were formed. 


Hyphae were seen crossing the basal layer of 
the epithelium into the corium, where they caused 


a granulomatous reaction. (Figs. 7 and 8). This 
granulomatous tissue consisted of epithelioid cells, 
foreign-body giant cells, eosinophils, mononuclear 
cells and fibrous tissue. The relative abundance 
of these elements varied within different areas of 
the granuloma. In certain areas eosinophils were 
found in fairly large numbers, while in other 
parts numerous giant cells were seen. In areas 
showing ulceration neutrophils were predominant. 
Dilated blood capillaries were often seen. Hyphae 


Fig. 7.—Subcutaneous granuloma causing de- 


struction of sweat glands and reaching to the 
subcutaneous fat. Hematoxylin and cosin stain; 
x 


Vol. 75, June, 1957 











VERRUCOUS MYCOSIS—CERCOSPORA 


Fig. 8—Granulomatous tissue with foreign-body 
giant cell containing hyphal fragments; X 480. 


were found between the cells of the granulomatous 
tissue and within the foreign-body giant cells. 
In certain areas they were numerous, in others 
scanty, They usually did not cause necrosis of 
the granulomatous tissue. However, in one area 
in the papule excised from the thigh a- narrow 
band of necrosis was found along the hyphae 
(see below under “Course of the Disease”). In 
early small lesions this granulomatous tissue was 
found mainly in the upper part of the corium. 
However, in the more advanced lesions the whole 
thickness of the corium was affected, causing 
atrophy and destruction of hair follicles, sweat 
and sebaceous glands. The granulomatous tissue 
reached to the upper part of the subcutaneous fat 
tissue, 

The histological changes in the nose were as 
follows : 


Fig. 10—Nasal granulomatous tissue showing 


hyphal fragment. Hematoxylin and eosin stain; 
X 480. 
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Fig. 9—Hyphae obtained from nasal secretion 
in potassium hydroxide; X 288. 


Three small pieces of tissue were obtained from 
the nasal septum. Before taking the tissue speci- 
mens the brown-yellow-green crust covering the 
nasal septum was removed. 

The histological slides showed the same granu- 
lomatous tissue as found ijn‘ the skin lesions (Fig. 
10). In certain areas numerous giant cells were 
seen. No remnants of epithelium were found 
on the surface of the granulomatous tissue. In- 
stead of this a layer of pus consisting of mono- 
nuclear cells, eosinophils, neutrophils, and necrotic 
cells covered the surface of the tissue. It seemed 
that the whole epithelium was _ destroyed. 
Numerous brown, septate hyphae were found both 
in the granulomatous tissue and in the pus 
covering the surface of it. 


Course of the Disease—The patient was given 
potassium iodide mixture and potassium iodide 


Fig. 11—C. apii. Colony on cornmeal agar 
incubated 18 days at 30 C. 





ointment. No regression took place; on the con- 
trary, the lesions slowly increased in size, and 
new crops appeared at the adjacent areas (Fig. 
1). The sixth biopsy was followed by ulceration 
at the site of the excised lesion due to secondary 
infection. The ulcer grew bigger and _ finally 
covered an extensive area of the left cheek. (Fig. 
2). In the meantime the lesions on the chin and 
right cheek became flat and smooth, while the 
destruction in the nose became more extensive, 
giving a more pronounced saddle nose. 

In October, 1955, a small papule was noticed 
on the left thorax under the clavicula. It was 
totally excised on Nov. 1, 1955 (Fig. 2). It 
developed at a spot where prior to the growth of 
the papule no lesion was observed. The papule 
had a diameter of 0.5 cm. Histologic sections 
(N 71161) made of the papule showed the same 
pathologic changes as the skin lesions on the face. 
The hypertrophied epithelium showed a_ small 
ulcerated area. Brown, septate hyphae were seen 
in the epithelium and in the granulomatous tissue 
in the corium. The excision wound healed without 
recurrence of the lesion. 


In November, 1955, another papule developed 
on the dorsal surface of the right thigh. Again 
no lesion was observed prior to the growth of the 
papule. It was totally excised on Dec. 6, 1955, 
when it had reached a diameter of about 0.5 cm. 
It showed the same pathologic changes (N 72228) 
as the skin lesions on the face. Septate, brown 
hyphae were seen in both the epithelium and the 
granulomatous tissue in the corium. No ulceration 
of the hypertrophied epithelium was seen. The 
excision wound healed nicely. 

These findings are interesting because they show 
that lesions caused by this fungus can develop 
without prior injury to the skin. It seems probable 
that they represent hematogenous spread. 


Cultivation of the Fungus.—Attempts were made 
to cultivate the fungus from the third, fourth, 
fifth, and seventh biopsy specimens obtained from 
the skin lesions on the face, from the biopsy speci- 
men obtained from the nasal septum, and from 
the papule which was excised from the right thigh. 
-(Table). A portion of each tissue specimen was 


Fig. 12.—C. apii. Conidia — culture; re- 
eet slightly from mag. xX 300. 
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finely divided and planted on Sabouraud glucose 
agar and Littman oxgall agar. In all cases 
numerous colonies of Cercospora were obtained. 
The fungus grew readily at room temperature. 

The fungus. was also cultivated many times 
from the nasal secretion and from the crust 
covering the surface of the nasal cavities. Direct 
examination of the nasal secretion and the crust 
from the nasal cavities showed brown, septate 
hyphae (Fig. 9). 


Mycology 
The fungus isolated from the patient’s 
lesions grows better at 30 C than at 25 C 


but does not grow on Sabouraud’s agar at 
37 C. Growth is slow ‘and is self-limited, 


_so that it does not extend to the edge of a 


Petri dish which has been inoculated at a 
spot at the center. On cornmeal agar after 
10 days’ incubation at 30 C the colony is 
deme-shaped, with a height of 4-5 mm, and 
a diameter of 15'mm. Mycelium in the sub- 
strate is olive gray. The colony above the 
agar is compact and olivaceous, covered with 
short aerial hyphae extending 1-2 mm. above 
the mycelial mat. 

On modified Sabouraud’s agar (1% 
neopeptone, 2% glucose, 2% agar) the col- 
ony reaches a diameter of 11 mm. and a 
height of 6-7 mm. after incubation at 30 C 
for 10 days. The color is darker than on 
cornmeal agar, and the aerial hyphae are 
very short, dark olive-gray and plush-like 
(Fig. 11). 

The fungus sporulates rather freely on 
both cornmeal and neopeptone-glucose agar. 
It is characteristic of this fungus and of 
other species of Cercospora that the conid- 
iophores and conidia vary greatly in shape 
and dimensions. The conidiophores are 


Fig. 13.—C. apii. Conidia from experimental 
lesion on leaf of lettuce; reduced slightly from 
mag. X 260. 
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faintly pigmented, variable in length, and 
may be poorly differentiated terminal por- 
tions of hyphae or lateral branches. The 
hyaline or faintly pigmented conidia are 
borne terminally or laterally. They are 
clavate to acicular with truncated base, and 
the distal end may be rounded or greatly 
elongated to a terminal whip-like portion 
(Figs. 12 and 13). They may be unicellular 
but typically have three to several septa. 
They are never muriform. The size varies 
so greatly as to be of little use in separation 
of species of Cercospora. Spores from cul- 
tures of this isolate were 4-6 X 26-120y 
in size. 

Very few criteria for the recognition and 
separation of species of Cercospora in arti- 
ficial culture are available. Phytopathologists 
have described and named species of Cer- 
cospora on the basis of host plant and 
geographic distribution. Chupp,' in a mono- 
graphic treatment of the genus, lists nearly 
2400 species of host plants and about 3800 
species of Cercospora. He accepts about 
half of these species as valid. All these 
species are based upon the character of the 
lesion produced on the leaf, the size and 
shape of the fungus structures in the lesion, 
the species of host plant, or the geographic 
location from which a collection was made. 
No criteria are offered in the monograph for 
the identification of a species in artificial 
pure culture. However, there have been 
some mycological taxonomic studies of a few 
species of Cercospora.**® Johnson and 
Valleau, in an admirable study, examined 
in pure culture Cercospora from 28 host 
species representing 16 plant families and 
made cross inoculations. They produced leaf 
spots on Burley tobacco typical of “frog- 
eye’”* (a disease of tobacco) by inoculation 
of leaves with fungi isolated from 16 host 
species from 11 plant families. They list 
45 species of Cercospora as synonyms of the 
type species Cercospora apii Fresenius 1863. 
This fungus causes leaf spot on celery 
throughout the world where this plant is 
grown, The synonymy. includes C. beticola 
from sugar beet and C. nicotiana from to- 
bacco. 
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It is apparent from these studies that the 
older concept of narrow host specificity in 
Cercospora is erroneous. Following this 
more realistic approach, it may be anti- 
cipated that critical mycological studies will 
further reduce the preposterous number of 
species of Cercospora. i 

By comparison with mycological descrip- 
tions which are available, the tentative con- 
clusion was reached that the fungus isolated 
from our patient is C. apii. As a further 
test of its identity its phytopathogenicity was 
tested by placing suspensions of conidia 
from a culture on leaves of various species 
of plants held in moist chambers in the 
laboratory. 

Seedlings or young plants were taken 
from a garden, potted, and brought to a 
moist chamber in the laboratory. Nine 
species of plants were included. Nonwet- 
table leaves were moistened with a solution 
of polysorbate 80 (Tween 80). A sus- 
pension of spores and mycelial fragments 
prepared for an 18-day cornmeal agar cul- 
ture of one of the isolates from the patient 
was applied to the leaves by means of a loop 
or an atomizer. One week later leaf spots 
were observed on lettuce, tomato, potato, and 
hollyhock. Abundant brown hyphae and 
conidia of Cercospora were observed in leaf 
spots of the first three species, and Cer- 
cospora, indistinguishable from the original 
strain, was reisolated in pure culture from 
lettuce. Other cultures were contaminated 
with various molds. The conidia found in 
the leaf spots were in general longer and 
more acuminate than those from a culture 
(Figs. 9-13). Because of the great variation 
in shape and dimensions of Cercospora 
spores and the difference in substrate, this 
discrepancy does not necessarily indicate the 
presence of a second species of Cercospora. 

It is obvious that these plant inoculation 
experiments are not conclusive. The possi- 
bility that the leaf spots arose from wild 
Cercospora spores already on the leaves can 
not be excluded. Nevertheless the fungus 
reisolated from lettuce had the mycological 
characteristics of the strain of human origin 
used for experimental inoculation, and the 
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results were interpreted as supporting the 
identification of the fungus from dermal 
lesions with C. apii. 

Attempts to inoculate animals with this 
fungus were not successful. This is a com- 
mon experience with fungi of this type 
from mycetomas or dermal lesions, where 
experimental injections result usually only 
in evanescent lesions in which the inoculum 
may be demonstrated, but’ without growth 
or extension of the lesion. In this case 
intradermal inoculations of mice and guinea 
pigs did not produce lesions. Intraperitoneal 
inoculations of mice did not produce disease, 
but the fungus could be recovered in culture 
from peritoneal surfaces and omentum, oc- 
casionally after periods of up to several 
weeks, 

The apparent rarity of human infections, 
lack of demonstrated virulence in mice, 
presumptive identity with a ubiquitous 
plant pathogen, and the extremely interesting 
biological and epidemiological implications 
of this unusual relationship suggested that 
inoculations of human skin were justified. 

Accordingly several attempts at self-inocu- 
lation by intradermal injection of conidia 
were made.» Most. of. the intradermal in- 
jection produced a small nodule which re- 
solved in a few days. One injection (using 
the inoculum with which leaf spots in lettuce 
were produced) was followed by the appear- 
ance of a slightly raised, brownish papule 
1.5 mm. in diameter, which persisted for 
about four months. Mild pressure and fric- 
tion produced an area of edema extending 
about 2 mm. beyond the papule. It was 
planned to remove the lesions when there 
was clear evidence of extension. However, 
the lesion slowly regressed and disappeared. 
Although further attempts to produce ex- 
perimental infections are planned, it does not 
seem desirable to further postpone publi- 
cation of this case report, pending results 
of other experiments. 


Summary 


Extensive verrucous lesions of many 
years’ duration were observed on the face of 
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a 12-year-old boy. The disease extended into 
the nasal cavities, causing destruction of the 
nasal conchae and perforation of the nasal 
cartilaginous septum. In the course of 
the disease, papules developed on the left 
thorax and the right thigh, where no detec- 
table lesions were observed prior to the 
growth of the papule. Biopsy specimens 
from tthe lesions on the face and from the 
nasal septum, as well as the papules on 
the left thorax and right thigh, showed the 
presence of a brown filamentous fungus. 
Cultures made from these tissue specimens 
yielded numerous colonies of Cercospora 
apii, a fungus well known as the etiologic 
agent of leaf spots in many species of plants. 

Leaf spots were produced experimentally 
in lettuce, tomato, potato, and hollyhock with 
thts isolate of human origin. Attempts to 
produce experimental progressive lesions in 
animals were not successful. The implica- 
tions of this etiology are discussed briefly. 
No similar case of an extensive, progressive 
dermal lesion caused by Cercospora or a 
similar fungus from leaf spots has been 
found in medical literature. 


National Institute of Allergy and Infectious 
Diseases (Dr. Emmons). 
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Clinical Notes, New Instruments and Techniques 


Dermabrasion Technique with Diamond Fraises 


E. H. HERMANS Jr., M.D., Rotterdam 


After considerable experiment with the various 
methods of dermabrasion—steel burs, the stainless 
steel wire brushes, the “hochtouriges Schleifen” 
of Schreus, and our own method with dental 
diamond and ruby fraises—we found none of these 
methods efficient. 

A firm which specializes in diamond instruments 
made a number of special fraises and drills for us. 
As regards the type of drill, a cylindrical fraise 
with edges rounded off and a somewhat globular 
surface like a barrel proved to be the most suit- 
able. As regards the diamond particles and the 
setting of the surface, it soon appeared that the 
dental fraises were too fine for our purpose, both 
as regards the size of the particles and the 
closeness of the setting of the surface. The 
coarser the diamond particles and the more widely 
they are separated, up to a certain point, the 
sharper the fraises become and the less quickly 
the surface fills up. At present we are using three 
types of fraises, differing in the fineness of the 


the coarsest fraise for those cases where large 
surfaces are to be treated and much material has 
to be removed, as, for instance, in treating acnepits 
or a highly raised nevus. The coarsest fraise, in 
experienced hands, has proved the most suitable 
and ‘can really be used for all cases. With slight 
modification, we can use Schreus’s instrument with 
diamond fraises, which prove a great improve- 
ment. The cutting-power increases enormously 
with the revolving speed, and this, while making 
treatment easier, calls for great care. This tech- 
nique has the great advantage of planing all the 
material evenly to the desired depth without any 
force or pressure. In many cases. one has only 
to touch the surface slightly in order to obtain 
the desired result, and it is unnecessary to freeze 
the skin beforehand to ease the removal of the 
material. 

In addition to these advantages -the diamond 
fraises are easily kept clean and after much use 
are still as sharp as new. For this reason it is 


Fig. 1—Diamond fraises; 5. A, fine. B, medium. C, coarse. 


particles and the setting. The finest has proved 
the most suitable where only a.small amount of 
material has to be removed from a comparatively 
small area and where great care is required as is 
the case with a fine skin such as a baby’s or the 
skin surrounding the eyes. The second type of 
fraise is used for somewhat greater surfaces, and 


Received for publication April 21, 1956. 
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not very much more costly to use diamond fraises, 
although they are in fact more expensive than 
steel fraises or grinding stones and about the 
same price as the stainless steel wire brushes. 
We have developed a special head for our 
diamond fraises, based upon Schreus’s idea of a 
hood around the fraise to catch the stream of 
abraded material. At the side used for fraising, 
the top has a conducting surface which con- 
siderably facilitates the planing. Although this 
greatly reduces the risk of suddenly going too 
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deep, great care should still be exercised when 
using this extremely sharp cutting instrument. 

The technique recommended for dermabrasion 
is obtained by using a motor of high speed 
(15,000-30,000 rpm) with special diamond fraises 
and a protecting hood around the fraise. The 
application of this method offers the great ad- 
vantage of rendering the treatment much easier 
and more refined. 


Mathenesserlaan 263. 
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Fig. 2.—Handle with a special head and fraise. 





Vesicular Dermatitis of the Palms Caused by 


Colchicine 


LESTER HOLLANDER, M.D., Pittsburgh 


A 51-year-old white American waiter on Oct. 
27, 1956, presented a vesicular dermatitis of both 
hands and the fingers of six months’ duration. 

The eruption began suddenly and persisted in 
spite.of x-ray treatment, topical application of 
some type of hydrocortisone, ingestion of cortisone, 
sedation, and hospitalization. The discomfort and 
the itching were intolerable. 

His general medical history revealed the fact 
that he was subject to gout and that during the 
last five years he had been taking colchicine peri- 
odically. 

Under a provisional diagnosis of ‘dermatitis 
medicamentosa all his medication was ordered dis- 
continued, which also included topical applications. 

The use of soap was stopped. _ 

Nov. 15, 1956: Great improvement was noted. 
The itching had subsided. The skin appeared but 
slightly inflamed. 

Nov. 29, 1956: All adverse symptoms were gone. 

Dec. 8, 1956: He called to state that there was 
a return of the symptoms of gout and he, asked 
for permission to take colchicine. Since his hands 
were entirely well, it was a propitious time to apply 
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the “try and see” test. He took 1 tablet of col- 
chicine, 1/100 grain (0.6 mg.), every hour for 
three doses and then 1 tablet three times a day. 

Dec. 10, 1956: The patient noticed the appear- 
ance of a few vesicles on the lateral surfaces of 
the fingers and a sense of engorgement in the 
palms. *He continued with colchicine three times a _ 
day. Dec. 11, 1956: An acute attack of vesicular — 
dermatitis affecting all the previously involved 
areas.was in full bloom. The colchicine medication © 
was stopped. . 

Dec. 20, 1956: The dermatitis had definitely sub- — 
sided. All the vesicles were gone. The itching had 
entirely disappeared, There was a remnant of dry, — 
mild residual dermatitis of no particular conse- 
quence still discernible, but the process was es- 
sentially at an end. 


Summary 


A persistent and intensely pruriginous vesic- 
ular dermatitis of the hands caused by colchi- 
cine is described. The vesicular dermatitis was 
reproduced by the ingestion of 12 doses of 
colchicine taken during the period of three days. 

631 Jenkins Building (22). 
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Leukoderma Centrifugum Acquisitum and Vitiligo 


BEN KANEE, M.D., Vancouver, B. C., Canada 


The presence of vitiligo in association with 
leukoderma centrifugum acquisitum (Sutton Sr.) 
is very uncommon,’ and might be attributed to 
more than a mere coincidence. The following case 
is reported because of the rarity of vitiligo with 
leukoderma centrifugum acquisitum and to further 
stimulate our interest in the broad field of melano- 
genesis and leukoderma. 


Report of a Case 


Child, aged 10 years, white. Parents have been 
aware of a pigmented nevus on her right scapular 
area as well as smaller pigmented nevi on her 
chest and left thigh all of her life. However, since 
May, 1956, the “mole” on the right scapular area 
began to enlarge, became pink in color and crusted, 
and was surrounded by a gradual enlarging area of 
leukoderma (Fig. 1). Coincidentally a small halo 





Fig. 1—A typical lesion of leukoderma centri- 
fugum acquisitum on the right scapular region, 
showing an inflammatory reaction in the preexist- 
ing pigmented nevus. Note small areas of vitiligo 
distal to it. 


of leukoderma appeared over the small pigmented 
nevus on her mid left thigh ‘posteriorly. Since 
August, 1956, new lesions of leukoderma centri- 
fugum acquisitum have developed on her mid chest 
along with areas of vitiligo on the axillae and on 
the right upper quadrant of the abdomen (Fig. 2). 


Comment 


A “rare form of vitiligo” was the diagnosis of 
the first recorded case of leukoderma centrifugum 
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Fig. 2—Showing the combination of vitiligo 
lesions in the left axilla and leukoderma centri- 
fugum acquisitum on the chest wall (2). 


acquisitum presented by Hyde* to The Chicago 
Dermatological Society. This case was in a man, 
aged 25, “presenting 12 circular vitiliginous areas 
varying in size from a split pea to a silver half 
dollar, and in the centre of each was a red-dish 
papule.” 

However, it was Sutton*® in 1916 *who, in re- 
porting two cases of “an unusual variety of vi- 
tiligo,” .coined the name Leukoderma acquisitum 
centrifugum. Sutton makes mention of the fact 
that Hebra in 1874 had pointed out that the first 
white spot (vitiligo) may occur close to a previ- 
ously existing pigmentary nevus. Sutton made a 
very complete clinical and histopathological study. 
In essence, clinically, one sees a roundish patch of 
vitiligo and present in its center is a small brown- 
ish (or red) maculopapule, which in my case had 
been a preexisting pigmented nevus. Histopatho- 
logical studies reveal circumscribed nests of 
melanophores intermingled with an inflammatory 
reaction in the corium corresponding to the red- 
brown maculopapule surrounded by a zone devoid 
of pigment, similar to any area of vitiligo. The 
etiology is unknown. 


Summary 


A case of leukoderma acquisitum centrifugum in 
association with vitiligo in a young white girl, 
aged 10, is reported. 
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In addition to the usual trunk lesions this patient 
shows a typical lesion on her left thigh. 
3195 Granville St. (9). 


The illustrations were supplied by Miss K. Hos- 
kins of the Photography Department of the Van- 
couver General Hospital. 
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Subacute Disseminated Lupus Erythematosus 


Report of a Case with Clinical Resemblance to Erythema Centrifugum 


S. IRGANG, M.D., New York 


Fig. 1—The eruption, of two years’ duration, is 
limited to the upper extremities. 


I wish to present a case of the subacute type 
of disseminated lupus erythematosus, the eruption 
of which had a striking clinical resemblance to 
erythema annulare centrifugum. 


Report of Case 


A 59-year-old Negro woman entered the clinic 
complaining of a mildly pruritic eruption on the 
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upper extremities of two years’ duration and of a 
persistent dull pain in both knees for the past four 
years. Except for the aforementioned complaints 
the patient always felt well and her appetite was 
good. ° } 

The eruption was symmetrical and was limited 
to the upper extremities. It consisted of com- 


Fig. 2.—Close-up view showing thread-like 


ringed lesions. 


Ps 





LEUKODERMA—VITILIGO 


plete and partial rings which varied in size from 
that of a split pea to that of a 25-cent piece. They 
were nonscaly, firm, pinkish thread-like lesions, 
which enveloped partially depigmented skin and, 
at times, small atrophic areas. The lesions origi- 
nated as circles, enlarged slowly, and, after a 
variable period, underwent resolution. However, 
there was a decided tendency for recurrences in 
resolved areas. A conspicuous diffuse hyperpig- 
mentation was noted on the face and neck. The 
systolic blood pressure was 150 and the diastolic 
86 mm. Hg. The early afternoon temperature was 
99.2 F. 

The blood Kolmer was 3+ and VDRL 1+. An 
intracutaneous injection of 0.1 cc. of old tuberculin 
in dilution of 1:100,000 elicited a positive local 
reaction. The white cell count was 4100. L. E. 
cells were not found in the peripheral blood. Serum 
albumin was 4.8 gm. and globulin 3.3 gm. Paper 
electrophoresis showed an elevation of the a:- and 
y-globulin fractions of the serum. Urinalysis was 
normal except for a 1+ albumin. An electro- 
cardiogram was normal. A roentgenogram of the 
chest was normal but that of the knees revealed 
evidences of hypertrophic osteoarthritis. Histo- 
logical examination of a cutaneous lesion showed 
the features of disseminated lupus erythematosus. 


Comment 


More than two decades ago Ormsby was aware 
not only of this unusual clinical manifestation of 
the subacute variety of lupus erythematosus but 
also that it posed. a problem in diagnosis." The 
eruption of subacute disseminated lupus erythema- 
tosus may be umnassociated with constitutional 
symptoms; complete remissions may persist for 


years, and sometimes these patients eventually 
recover.” 

In the present case the histopathological features 
were compatible with those of disseminated lupus 
erythematosus, and the leukopenia and _ hyper- 
gammaglobulinemia were confirmatory findings. 
The inability to find L. E. cells was not disconcert- 
ing since they are seen in about half the cases of 
the subacute type.* 


Summary 


A case of subacute disseminated lupus erythema- 
tosus is presented in a Negro woman in the sixth 
decade of life. The patient had no constitutional 
symptoms, and the eruption simulated erythema 
annulare centrifugum. 

The clinical diagnosis was substantiated by his- 
tological examination and the results of blood study 
were confirmatory. 

Mr, Edward Entin made the photographs. 

160 Riverside Drive (24). 
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Fig. 3—Medium-power 
photomicrograph showing 
the features of dissemi- 
nated lupus erythemato- 
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Hydrocortisone Diethylaminoacetate 


A Water-Soluble Hydrocortisone Ester: A Preliminary Report 


LAWRENCE FRANK, M.D., Brooklyn 


The hydrocortisone diethylaminoacetate oint- 
ment and the hydrocortisone ointment were sup- 
plied through the courtesy of Dr. M. Carlozzi, 
of Charles Pfizer & Company, Inc., Brooklyn. 

It is generally accepted that lipid-soluble sub- 
stances penetrate the epidermis better than water- 
soluble substances.* Rothman ® states that, despite 
extensive discussion of this point, it has not been 
established that absorption is a straight function 
of the distribution coefficient lipid solubility/water 
solubility. Consequently it was unexpected to find 
that an ointment containing 0.5% hydrocortisone 
diethylaminoacetate, which is a water-soluble and 
lipophobic ester of hydrocortisone, was the 
therapeutic equivalent clinically, on topical appli- 
cation, of a 1% hydrocortisone in the same base. 
The water solubility of hydrocortisone diethyl- 
aminoacetate is 11 mg. per cubic centimeter in con- 
trast to that of hydrocortisone (0.28 mg cc.) and 
hydrocortisone acetate (0.01 mg cc.). 

One hundred fifty-four patients with conditions 
usually responsive to topical steroid therapy, as 
atopic dermatitis, nummular eczema, pruritus ani 
and vulvae, contact dermatitis, etc., were treated 
topically with 0.5% hydrocortisone diethylamino- 
acetate suspension in petrolatum base. Forty-one 
patients were treated with 0.5% hydrocortisone 
diethylaminoacetate plus neomycin in a petrolatum 
base. The only patients included in this series 
were those who either had contralateral areas or 
alternating areas treated with 1% hydrocortisone 
in the same base to provide a comparative basis of 
evaluation. 

The results objectively and subjectively showed 
the 0.5% water-soluble hydrocortisone diethylamino- 
acetate to be as effective topically as the 1% 
hydrocortisone. No significant difference was 
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noted in the effect of the two ointments used, and 
no irritation was produced in this series. Despite 
the apparent increased topical penetration of the 
hydrocortisone  diethylaminoacetate, ketosteroid 
studies and eosinophil counts did not demonstrate 
any systemic effect after a five-minute massage 
of 2 oz. (60 cc.) of 05% hydrocortisone 
diethylaminoacetate into widespread areas of 
dermatitic skin, 

The question as to why a water-soluble ester 
of hydrocortisone should be as effective topically 
in a much weaker concentration than lipid-soluble 
hydrocortisone is at present being investigated. The 
fact that the ester is also lipophobic and would 
tend to be repelled from its ointment vehicle into 
a receptive epidermis might ‘play some part here. 
Penetration studies have been done mainly on un- 
broken skin, and whether an epidermal barrier 
penetrable preferentially for lipids exists in in- 
flamed skin remains to be determined. C“-labeled 
hydrocartisone has been shown to penetrate the 
epidermis diffusely and shows no selective ab- 
sorption through the  follicles.* Comparative 
studies should be done with C* hydrocortisone 
diethylamino acetate. 


55 Rugby Rd. (26). 
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QUERY 


A Query 


GORDON C. SAUER, M.D., Kansas City, Mo. 


The illustration is that of a 7-year-old boy seen 
on Dec. 29, 1955, who stated that round spots 
on both nipples appeared suddenly two weeks 
previously. The history was confirmed by his 
older brother. Two days later a spot appeared 
behind an ear, and in another day the rash spread 
to the trunk. There was little itching. The patient 
took no medicine. A fungicide had been used 
topically with no success. The history revealed 
no previous skin trouble in the patient or in his 
immediate family. 

Each nipple was encircled by a scaly, reddish 
lesion measuring 3.5 cm. in diameter. Scaling and 
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Bilateral herald lesions 
of pityriasis rosea. (Pho- 
tograph by Mr. Phil 
Tener. ) 


redness were more prominent at the border. There 
were a moderate number of smaller, oval, 
papulosquamous lesions on the chest, back, and 
neck, and behind the left ear. 


Fungi were not demonstrable from the nipple 
lesions either in scrapings or in culture. 

Treatment was with starch baths, a shake lotion 
containing 3% precipitated sulfur, and diphen- 


hydramine hydrochloride, 
teaspoon b. i. d., ‘orally. 


(Benadryl Elixir), 1 


It is my impression that these were bilateral 
herald patches of pityriasis rosea. I wonder 
whether others have observed such a case. 


425 E. 63d St. (10). 





Carcinoma Developing in Chronic Acne Conglobata 


BENCEL L. SCHIFF, M.D., Pawtucket, R. I., and ARTHUR B. KERN, M.D., Providence, R. I. 


In 1952 we reported on a case of severe acne 
conglobata which showed dramatic improvement 
following treatment with chlortetracycline (Aureo- 
mycin). Subsequently, however, malignant de- 
generation occurred. A search of the literature 
disclosed only one report* of squamous-cell car- 
cinoma arising secondary to acne conglobata. In 
view of the rarity of such a complication, we felt 
that a follow-up report on our patient was justi- 
fied. 


Report of a Case 


The patient, a 45-year-old white man, was first 
seen by us in September, 1949. He stated that 


Fig. 1.—Photograph 
showing the large ulcer 
over the sacral area and 
the numerous scars and 
sinuses over the buttocks 
and _ thighs. 


his cutaneous disorder had begun about 28 years 
before, when lesions developed on the face and 
posterior aspect of the neck. At the time of our 
examination there were papules, pustules, and 
many comedones present on the face, posterior 
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neck, buttocks, and thighs; numerous _ thick, — 


keloidal scars over the posterior neck, sacrum, — 


buttocks, and thighs; pustules with scarring in the — 
axillae, and multiple deep abscesses with sinuses 
draining a foul-smelling mixture of pus and blood — 
over the gluteal regions and thighs. Several 
biopsies were done, and the histopathologic pic- : 
ture was consistent with acne conglobata. After 
culture and sensitivity studies the patient was 
started on chlortetracycline, receiving 500 mg. 
four times daily. After five weeks the purulent 
discharge from the abscesses and the foul odor 
had both diminished, the pain had lessened, and he 
was again able to ambulate. Chlortetracycline 


therapy was continued until 1955, during which 
period he was examined about every three months. 
When seen in February, 1955, he complained of 
severe pain in the gluteal regions and was unable 
to walk. He was weak and had lost considerable 
weight. Examination revealed a large, irregularly 
shaped ulcer, oozing blood and pus, over the 
sacral region (Fig. 1). He was hospitalized, and a 
biopsy specimen taken from the border of the 
ulcer showed the histologic picture of squamous- 
cell carcinoma (Fig. 2.). Extensive surgery was 
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Fig. 2.—Photomicrograph of the tissue taken 
from the edge of the ulcer showing the presence 
of squamous-cell carcinoma. 


then performed, with excision of the ulcer and 
adjacent tissues. Carcinoma was found limited to 
the ulcerated area. Since operation the patient 
has been examined periodically and to date has 
shown no evidence of recurrence. 


Summary and Conclusions 


A case of squamous-cell carcinoma arising 
secondary to acne conglobata is reported. 

Radical. surgery would appear advisable in some 
patients with chronic draining sinuses which are 
resistant to the usual therapeutic measures. 


251 Broadway, Pawtucket, R. I. (Dr. Schiff). 


247 Waterman Street, Providence, R. I.—(Dr. 
Kern). 
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Postlymphangitic Melanosis 


ADOLPH ROSTENBERG Jr.,. M.D., and VICTORIA IVERSON, M.D., Chicago 


A light-colored male Negro applied for admis- 
sion to the Hines Veterans Administration Hos- 
pital. On examination he was seen to present 
pigmented streaks on the medial aspects of the 
right forearm and arm, extending from the 
base of the thenar eminence to the axilla, being 
most pronounced over the antecubital area. The 
accompanying photographs illustrate the lesions 
fairly well. He stated that some weeks previously 
he had developed an infection of the hand located 
primarily around the thumb; subsequently, red 
streaks developed, extending up towards the arm- 
pit. Figure 1 shows scaling around the thenar 
eminence and swelling in that area. There being 
no reason to admit the patient to the hospital, 
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he was not seen again; consequently, no further 
information regarding his illness or the subsequent 
course of the pigmentation was obtained. 

The unusual distribution of this postinflam- 
matory pigmentation along the course of the 
lymphatic vessels seemed worthy of report. 

We have not completely excluded the possibility 
of the patient having had a dermatitis, such as 
lichen striatus, in the affected areas, which on 
resolution left the pigmentation. The patient, 
however, denied any skin eruption other than the 
red streaks. The history plus the distribution 
make the interpretation we have given the most 
plausible one, namely, that the pigmentation is a 
melanotic epitaph to a lymphangitic streak. It 
is also obvious that, if only the pigmented lesions 
over the antecubital areas had been seen without 
the attendant history, a proper interpretation of 
these would have been quite difficult. 


1819 W. Polk St. 
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The New, Newer, and Newest 











Dr. Clark W. Finnerud was elected President of the American Dermatological Associa- 
tion, Dr. Hamilton Montgomery Vice-President, Dr. J. Lamar Callaway Secretary, and Dr. 
Carl T. Nelson Treasurer at the 1957 meeting in Belleair, Fla., April 12. 





From “Thirty Years of Cardiology” by Harold Cookson, in the British Medical Journal 
of March 23, 1957: 
“. . in the 1920’s lues was in mind whenever the murmur of 
aortic incompetence was heard . . . But today the outlook is 
different, and it is not a case of 
Ev’ry little breeze : 
Seems to whisper Louise.” 





Have Slides, Will Travel Department— 

Dr. Louis Brunsting addressed the American Association of Railway Surgeons April 
9—the subject, “Common Diseases of the Skin.” 

Dr. A. H. Conrad addressed the American Association of Industrial Nurses April 22— 
the subject, “Dermatoses—Occupational and Nonoccupational.” 

Dr. John Hazerik addressed The American College of Physicians, Boston, April 8, on 
the subject, “The Significance of the L. E. Phenomenon.” 

Dr. Francis W. Lynch addressed the Wisconsin State Medical Society May 7—the sub- 
ject, “Acne_ Vulgaris.” 





The Committee on Dermatology of the Industrial Medical Association .consists of Drs. 
Jos. V. Klauder, Donald Birmingham, Frank C. Combes, J. G. Downing, George E. Morris, 
Earle D. Osborne, and Raymond R. Suskind. They have inaugurated a project in which 
practical questions—such as, “Of what value are preemployment patch tests?”—are answered 
by members of the committee and published in their official journal. 





Some facts on Industrial dermatitis gathered by the SBS Counselor (March-April, 1957) : 

—One per cent of workers in the country suffer from occupational dermatoses. 

—Dermatoses make yp 65% of all occupational diseases. 

—Industrial dermatoses, 25% of which are due to cutting oils, comprise the largest block 
of compensable diseases—the average case is compensated for 10 weeks. 

—The cost of occupational skin diseases in the United States is estimated to be $100,000,000 
a year. 

—The hidden costs of a compensation case, including time lost from work, investigations, 
etc., is thought to be four times the actual cost. 





Report has it that the meeting of the International Academy of Pathology in Washington, 
D. C., April 8-10, (we hope to receive a full report of it) was unusually interesting and 
informative. Included in the large audience were four residents from our department who 
were impressed by the fact that Dr. McCardle, who made two reports—one on physiologic 
aspects of parachute jumping and another on a 25-year follow-up study of histology of 
normal skin—was his own “guinea-pig”; he was both paratrooper and skin donor. 

All of them spoke in praise of the manner in which Dr. Elston Helwig conducted the 
meeting. The closing paper on melanoma, it seems, provided a highly charged barrier between 
the dermatologists and the surgeons. Dr. Helwig tactfully broke the circuit by telling of 
the plight of two troubled bacteria in their flight from penicillin. After the first shot sent 
them scurrying to the Kupffer cells of the liver, the second really set them on edge. The 
wiser of the two decided that departure was the better part of valor and chose to board the 
6 o'clock enema for an enforced retreat—so ended the meeting. 

H. R. 
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Society Transactions 


CHICAGO DERMATOLOGICAL SOCIETY 


Louis A. Brunsting, M.D., President 
Samuel M. Bluefarb, M.D., Secretary 
Oct. 17, 1956 


Lymphoma. Presented by Dr. Hoitpen C. Mc- 
Craney and Dr. Betsy B. BRENNAN (by in- 
vitation). 

This 68-year-old white woman has had dryness, 
scaling, and mild erythema of the skin for about 
17 years. She states that her “skin trouble” began 
as patches of slight scaling and erythema on the 
trunk and upper extremities and gradually spread 
to involve the entire body with the exception of 
the lower legs. Itching was only slight and inter- 
mittent. 

About three months ago she developed a round, 
raised lesion at the base of the left thumb, which 
has a raised smooth border and a granulomatous 
center. 

On examination the skin of the trunk and ex- 
tremities shows mild dry scaling and mild erythema 
and has an atrophic appearance. The lower legs 
are not involved, though the patient has severe 
varicosities and stasis pigmentation. On the left 
chest is a patch of smooth shiny skin showing in- 
creased vascularity and a dusky, purplish-red 
color. 

There is slight enlargement of the axillary and 
inguinal lymph nodes. The liver is enlarged 2 to 
3 cm. below the costal margin. The spleen is not 
palpable. 

The physical examination also revealed hyper- 
tensive heart disease with atrial fibrillation. 


Laboratory data: White bluod count 5800, with ” 


59% neutrophils, 39% lymphocytes, 2% eosino- 
phils. Hemoglobin 13.5 gm. Urine showed no 
abnormal findings. Serology negative. Total pro- 
tein 8.3 gm. (normal 6-8), albumin 4.4 (normal 
3.4-5.2), globulin 3.9 (normal 2.0-3.5). 

Chest x-ray showed no pulmonary disease or 
lymphadenopathy. Sternal marrow smear showed 
nonspecific hyperactive marrow with no cells for- 
eign to the marrow. 

Histopathological report: Sections of a biopsy 
performed on the left shoulder eruption demon- 
strated a moderately acanthotic epidermis. In ad- 
dition, an infiltrate is noted in the upper corium. 


This infiltrate consists mostly of large histiocytes, 


with fewer lymphocytes. 
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A punch biopsy was performed in the area of a 

purplish plaque on the left chest below the breast. 
These sections exhibited a very dense infiltrate, 
filling the entire corium. The infiltrate is poly- 
morphous, with many histiocytes, lymphocytes, 
plasma cells, and a few polymorphonuclear leuko- 
cytes. : 
A third punch biopsy specimen was taken from 
the granulomatous lesion at the base of the left 
thumb. Here we rsee a markedly thickened epi- 
dermis with a fairly heavy perivascular infiltrate. 
Again, the infiltrate is polymorphous and similar 
to the cells in sections from other areas in this 
patient. 


. Discussion 


Dr. CrareENcE S. Livincoop, Detroit: I have a 
patient under my care at the present time who 
reminds me of this patient. She is a woman who 
is now about 68 years of age and who claims that 
she has had a generalized cutaneous eruption for 
55 years. It is described as,:and is at the present 
time, a papulosquamous eruption, which I think is 
consistent with a diagnosis of parapsoriasis. She 
was in the hospital about six weeks ago for 
complete studies, which included skin biopsies at 
several sites, lymph node biopsy, and complete 
hematological studies. All of the studies were 
negative for evidence of lymphomatous process. 
She has had pruritus for the past two years; prior 
to that there was no pruritus. 

The pathologic findings in all of the skin biop- 
sies were consistent with a diagnosis of para- 
psoriasis. About two weeks after discharge from 
the hospital she returned with a discrete, elevated, 
ulcerative, nodular lesion of the skin which had 
enlarged rapidly after its onset one week previ- 
ously. The pathologic findings were typical of 
mycosis fungoides. The lesion is responding to 
x-ray therapy. 

Dr. SAMUEL M. BLueEFARB: In my opinion, this 
patient has mycosis fungoides. Some of ‘the lesions 
on the front and sides of the chest are typical 
of poikiloderma. This type of cutaneous lesion is a 
precursor of mycosis fungoides. This patient also 
has a nodular lesion on the thumb which indicates 
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the onset of the tumor stage. The duration of 
illness in this case is 17 years. Mycosis fungoides 
is the only lymphomatous disease having such a 
lengthly duration. 

Dr. M. R. Caro: I think the opinions expressed 
are very much the same as we thought about the 
case. Also there were similar histopathologic find- 
ings in the three specimens from the back, the left 
side, and the tumor on the thumb, which was 
quite surprising. Most of us who first saw the 
patient thought she had an epidermoid carcinoma 
on the thumb and lymphoma with poikiloderma 
in the other areas. Hematological studies have 
been negative, including a marrow smear. 

Note: Another biopsy performed on the center 
of the tumor on the thumb showed it to be ’an 
epidermoid carcinoma, confirming our original 
clinical impression. 


Recurring Attacks of Henoch’s Purpura? Pre- 
sented by Dr. S. J. ZAKON and (by invitation) 
Dr. J. H. JoHNSTON. 


A 12-year-old girl, has recurrent episodes of 
abdominal pain or cramps in the region of the 
umbilicus. These attacks are followed by the ap- 
pearance of ecchymoses in the skin of the chest 
and abdominal wall. At times the ecchymoses 
appear without the initial pain. This symptom 
complex has occurred at approximately two-week 
intervals, though the interval has been as short 
as a few days’or as long as several months. The 
initial attack in July, 1955, occurred within 
minutes after a caterpillar had been thrown 
against her abdominal wall by a playmate. A 
hemorrhagic lesion appeared at the site contacted 
by the caterpillar, and several hours later there 
were similar lesions all over the chest wall. She 
was admitted to Mount Sinai Hospital for 48 
hours, and studies there were negative. 

This symptom complex recurred every 10 to 14 
days until January, 1956, when she was studied 
at Bob Roberts Hospital. All examinations there 
were reported as negative. She was then placed 
on antihistamine therapy, and milk was eliminated 
from her diet. She had no attacks from January 
to July, 1956, but since July there have been 
periodic attacks of abdominal pain and ecchymoses. 
Except for one attack in which the back was in- 
volved and another when lesions appeared on the 
legs and arms, all other skin manifestations have 
been on the abdominal and anterior chest wall. 
There is no history of drugs, trauma, or easy 
bruising. 

Past history~ revealed the usual childhood dis- 


; eases, tonsillectomy, and otherwise good health. 


There are six siblings in good health. Several 
of the older children developed hives following 
immunization injections. There is no other history 
of allergic diseases. 


Societies 


She had avoided milk at the suggestion of her 
pediatrician because it had been found that milk 
caused nausea and vomiting. Now, however, she 
drinks milk without having gastrointestinal dis- 
tress, and her mother does not consider milk as the 
cause of the ecchymoses. This youngster is emo- 
tionally labile, and her mother thinks that attacks 
are more frequent when emotional distress or 
trauma has occurred. 


Discussion 


Dr. Leon GOLDMAN, Cincinnati: My general 
feeling would be similar to that of Dr. Zakon 
that these purpuric lesions are associated with 
emotional disturbance rather than a background 
of Henoch-Schonlein’s purpura. She has little of 
the background of a true infection state. We are 
inclined too frequently to make a diagnosis of 
allergic purpura without too much histologic or 
immunologic proof. The dermatological appear- 
ance of this child’s lesions would make us even 
suspicious of these hemorrhagic stigmata reported 
in hysteria. The act of revulsion of the caterpillar 
being thrown against the skin is responsible for 
the localization of these lesions. In our current 
studies with the poisonous setae of caterpillars, 
we have not seen primary hemorrhagic lesions even 
in the sensitive individual. 


Melanotic Freckle (Hutchinson); Melanose 
Circonscrite Precancereuse (Dubreuilh) (in 
Premelanoma Stage). Presented by Dr. SIDNEY 
Barsky. 


A 63-year-old white male factory worker pre- 
sents a 2.03.5 cm., blotchy, irregular, macular, 
hyperpigmented patch on the right cheek of three 
years’ duration. The lesion, although asympto- 
matic, has gradually been getting larger and darker. 

There is no regional adenopathy. The general 
health of the patient is good. 

The tissue section presented, showing moderate 
chromatophore pigmentation, senile elastosis, and 
nonspecific chronic inflammatory infiltrate, was ob- 
tained from the brownish-black area near the 
center of the patch. 

A small basal-cell carcinoma is present on the 
left cheek. 


Discussion 


Dr. S. W. Becker Jr.: I think that the lesion 
this patient presents is very interesting; it brings 
up the point that the others have emphasized 
many times in the past, that is, that clinically we 
cannot tell whether a pigmented lesion is benign 
or malignant. If we are right 50% of the time 
we are doing very well. When a macular pig- 
mented lesion develops in this age group, you 
have to suspect melanoma. The histological sec- 
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tions show a completely benign lesion. There is 
some keratotic plugging of the hair follicles and 
some moderate chromatophore pigmentation. He 
was not forming very much melanin at the time 
the biopsy was performed because the epidermis 
contains no melanin. 

On questioning, this seemed to have started 
while shaving. He applied something or something 
else happened so that he produced a large amount 
of melanin for a short period of time. 

Dr. Henry E. MicHELson, Minneapolis: Dub- 
reuilh introduced the term  precanceroses to 
dermatology. This so-called precancerous melano- 
sis is not a well-defined term. In my experience, 
the majority of such lesions, if they are at all 
suggestive of cancer, are suggestive of epithelio- 
mata of the basal type. However, as Dr. Becker 
said, a microscopic diagnosis is necessary. 


Nocardiosis. Presented by Dr. HERBERT RATTNER, 
Dr. SAMUEL BLUEFARB, and (by invitation) Dr. 
ArTHUR NOoRINS, 

A 40-year-old white man was admitted to the 
Dermatology Service of the Veterans Administra- 
tion Research Hospital, Chicago, on June 26, 1956. 

He gave a history of being wounded with 
shrapnel while serving in the U. S. Army in the 
Philippine Islands in May, 1945. Previous to that 
time, he had been in excellent health. The buttocks 
and lower extremities were most severely involved. 
All of the wounds healed well. One year after 
the injury, small suppurating areas were noticed 
on the left buttock, which later discharged to the 
surface. More sinus tracts developed. A piece of 
shrapnel was removed, and there was temporary 
healing. Since then there have been recurrent 
episodes of drainage interspersed with many surg- 
ical procedures. During the intervening years, 
there were extensive courses of antibiotic therapy. 
He has had several episodes of frank hemorrhage 
from the area which have required emergency 
transfusion. 

In 1954, material discharged from a sinus tract 
was sent to Chamblee, Ga., where a diagnosis of 
nocardia asteroides was made. 

He entered the hospital on this admission be- 
cause of drainage and bleeding from the involved 
area. 

Physical examination on admission was entirely 
negative except for a large scarred granulomatous 
lesion involving practically the entire left buttock. 
There were several sinuses oozing small amounts 
of yellow pus. 

Laboratory examinations revealed normal hemo- 
gram and negative urinalysis and serology. X-ray 
revealed evidence of chronic infection of the 
sacrum. 

After admission the lesions spontaneously stopped 
draining and sealed over. A course of tetracycline 
therapy of 1 gm. per day for six weeks was given. © 
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Roentgenogram and _ histological section ac- 
company the patient. 


Discussion 


Dr. IRENE NEUHAUSER: This is a very nice 
example of mycetoma as it appears on the trunk. 
In Mexico, the trunk is a very common site for 
mycetoma. The majority of these infections are 
caused by Nocardia brasiliensis, although infec- 
tions caused by Nocardia asteroides also occur 
there. Excellent results have been reported by 
Gonzalez Ochoa, using diaminodephenylsulfone. I 
suggest that this sulfone be. used instead of diasone, 
which is more toxic. One word of caution should 
be «mentioned. The medication should be given 
over a long period of time. If medication is 
stopped before the infection is completely eradi- 
cated, the patient becomes resistant to further 
treatment with this therapy. 


Tertiary Syphilis, Nodular Type. Presented by 
Dr. Davi Omens and (by invitation) Dr. 
Martin L. Gecur. 


This 37-year-old patient has a history of having 
a lesion on his penis in 1942 or 1943. He was told 
at Charity Hospital in New Orleans that this 
lesion was due to syphilis. They treated him at 
weekly intervals with injections in the vein and 
hip for three weeks, following which he discon- 
tinued treatment voluntarily. During 1946 he re- 
ceived another course of therapy, weekly treatments 
for over 11 months. The patient was married in 
1946, subsequent to his last course of therapy, 
and has had two normal children with his present 
marriage. The blood in 1952 was negative. About 
one year ago, the patient stated he injured himself 
very slightly. Subsequently he developed this large 
“sore,” which began to spread over the lower part 
of his back. In addition to the lesion overlying 
the sacrum in the upper part of the buttocks, he 
has a healed scar on the tip of the glans penis. 

X-rays: There is no evidence of syphilitic heart 
disease. Electrocardiogram shows a normal trac- 
ing. 

Kahn test 4+, 32 units. Wassermann negative. 
Spinal fluid: 1+- Pandy ;, colloidal gold 0121100000; 
Wassermann negative. 


Biopsy slide is presented. 


Discussion 


Dr. M. R. Caro: I should like to put myself on 
record as one who did not recognize it either on 
the patient or from the histopathologic slides. It 
still does not fit my idea of what tertiary syphilis 
should be. The lesions are somewhat. rectangular, 
and there is not much evidence of destruction. In 
the histopathologic section I did not see the type 
of infiltrate nor the areas of massive destruction 
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that one would expect in late syphilis. While I 
am willing to accept this as a chronic granuloma, 
I do not think it is syphilis. 

Dr. S. J. ZAKoN: We have discontinued the 
routine use of serological tests in our patients at 
Mount Sinai Hospital, with the exception of the 
Departments of Obstetrics and Neuropsychiatry; 
the other exceptions are the newer migrants from 
the South in whom the incidence of positive serol- 
ogy is still high. Invariably in these patients we 
get a history of inadequate. treatment. In these 
patients we are apt to see lesions on the skin 
which are entirely different from the classical 
syphilis as we knew it. It is a masked type of 
| syphilis. I do not question Dr. Caro’s inability 
| to recognize this as a gumma, because it is not the 
classical type as we knew it, but is characteristic 
in those patients who received 1,000,000 or 2,000,000 
units of penicillin and then discontinued therapy. 

Dr. A. M. BucHHotz: I think all of us should 
be very careful in the. question of discontinuing 
routine serological tests on dermatological patients. 
Within the past year we have been seeing more 
cases of syphilis. This case, as Dr. Zakon men- 
tioned, is a little bizarre. In these days when 
penicillin is given for all ills, the common picture 
of syphilis can be changed. I think the serological 
tests should be continued. 
| Dr. ADoLPH RoSTENBERG JR.: I rise not to dis- 
cuss this case, but to discuss the question of the 
wisdom of continuing routine serological tests 
for syphilis. I would make a plea for continuing 
these, not so much for the cases of syphilis that 
, will be diagnosed, but rather for the value-of the 
false-positives. It has been reported with increasing 

frequency that sometimes one of the earliest mani- 
| festations of a collagen disease, such as lupus 
: erythematosus, is a positive Wassermann test. 
Knowledge of this may be of extreme value to 
the patient. In the old days, if a Wassermann 
test was reported as positive, and if by some other 
means it was decided that the reaction was a 
biologically false one, you were said to be lucky 
as you did not have syphilis. Today, on the other 
hand, if a positive Wassermann test is shown to be 
because of infection with the Treponema and not 
. | because of other reasons, you are lucky. This, 
then, is the real value of routine serologic tests, 
in that they may pick up obscure maladies which 
possibly, if caught in time, are more amenable 
to therapy. 

Dr. Davin CoHeNn: A case that we now have at 
the West Side Veterans Administration Hospital, 
illustrates that the time table of syphilis has 
changed. A man of 45 came in with multiple 
lesions of the penis of two weeks’ duration. These 
were dark-field positive. Two days after admission 
he developed secondary lesions. We did not know 
the date of the exact exposure, but certainly the 
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secondary incubation period was very short. A 
biopsy confirmed the diagnosis as secondary 
syphilis. As soon as he was put on treatment, the 
entire condition cleared. 

Dr. Cart W. LayMon, Minneapolis: In my 
opinion, this is an excellent example of nodular 
tertiary cutaneous syphilis. 


[Nore: The lesions cleared following penicillin 
therapy. ] 


Papulonecrotic Tuberculid and Erythema In- 
duratum. Presented by Dr. JAMES WEBSTER, 
Dr. STANLEY Hurr, and (by invitation) Dr. 
Martin L. GECcHT. 


This 35-year-old Negro woman first noted lesions 
on the lateral surface of the right leg one and 
one-half years ago. Subsequently other lesions 
appeared on the lateral and medial surfaces of the 
left leg. Early lesions were subcutaneous nodules, 
asymptomatic, and resolved spontaneously. They 
did not ulcerate, but when healed left a slightly 
depressed hyperpigmented scar. After each group 
of lesions healed, new nodular and papular lesions 
would appear, and eventually appeared on the 
thigh, buttocks, and upper extremities. One month 
ago, the patient noted that some of these lesions 
would “open up,’ and discharge a_ pustular 
material. The earliest ulcerated lesions have al- 
ready begun to heal, at first with a crust on the 
surface, which later dropped off, leaving a mildly 
depressed healing ulcer. These ulcerated lesions 
became quite painful. 

The patient denies any history of tuberculosis 
in her immediate family, or herself. She states 
she has been completely well with the exception 
of a fibroid of the uterus which was removed about 
six months prior to the onset of this present ill- 
ness. The patient has been married for 20 years, 
and has two healthy children. 

Physical examination did not reveal any con- 
tributory abnormalities other than those seen on 
the skin. In particular, the lungs and urine were 
completely free of any abnormality. A tuberculin 
test with 1:100,000 dilution was markedly positive, 
the induration being present five days after the 
intradermal injection. 

X-rays: Chest—there are no recent pulmonary 
infiltrations. This is an essentially normal chest. 


Serology negative. 
Two biopsy specimens are presented, one from 


an ulcerating lesion, and one from a_ nodular 
lesion. 


Discussion 


Dr. Henry E. MiIcHEtson, Minneapolis: I 
agree this is an unusual case. One does not see 
patients with such an extensive eruption very 
often. The lesions are of varying sizes and depth. 
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However, they ail are of the same type. The 
woman is apparently well. She says she has no 
incapacities, does her housework, etc. The tuberc- 
ulin test was positive, while the x-ray of the 
chest was negative. 

The microscopic section from the lesion on the 
arm was acceptable, but it was not overwhelm- 
ingly in favor of the diagnosis. The microscopic 
picture of the lower lesion was that of a folliculitis. 
Here and there in the infiltrate there were areas 
that were tuberculoid. The diagnosis is made 
largely on the number of lesions and on their 
character. Unfortunately, a bacterial diagnosis is 
lacking. If we decide this patient has tuberculosis 
of the skin, then the patient must be treated for 
tuberculosis of the skin, and the assumption is 
that she has an occult infection which cannot be 
located with any known means. However, since 
recurrences are so common in erythema induratum, 
I believe one is justified in giving this woman 
INH treatment over a period of from six months 
to one year. The drug will not affect the local 
lesion. 

Dr. G. K. STEIGLEDER, Frankfort, Germany (by 
invitation): In Germany, we very often observe 
papulonecrotic lesions, but seldom find the tubercle 
bacilli. Treatment of these patients is very diffi- 
cult because of the difficulty in demonstrating the 
focus of the tuberculosis. 


Lacrimal and Parotid Enlargement: Possible 
Sarcoidosis. Presented by Dr. THEODORE CorN- 
BLEET, Dr. SIMNEY BARSKY, and (by invitation) 
Dr. Martin L. GEcHT. 

This 44-year-old Negro woman entered the 
hospital in June, 1956, complaining of swelling 
of both upper eyelids for six weeks. The first 
lesion developed in the right lid and has grown 
progressively larger causing her some mechanical 
visual difficulty. The left lid also began to swell 
a few weeks after she noted the lesion on her 
right eyelid. She states that she has had some 
increased lacrimation of the right eye. There is 
no history of pulmonary complaints or contact 
with tuberculosis. 

In addition to the lesions of both upper eyelids, 
she also had a movable, nontender, preauricular 
node. 

Laboratory Studies: Mantoux 1:100 negative 
in 24 hours, in 48 hours. 

X-rays: Chest negative. Hands and feet, no 
evidence of osseous or joint abnormalities. 

Bone marrow: Abnormal, but nonspecific. 

Serology negative. 


Discussion 


Dr. G. K. STeIcteper, Frankfort, Germany (by 
invitation): While I was examining the histo- 
logical sections of the second case, it occurred to 
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me that I could not recall the time when this 
disease was not encountered in Europe. The con- 
dition was first described by Miescher as “cheilitis,” 
and was also described by Schaumann. It is now 
apparent that this is a systemic disease, and the 
histologic and clinical pictures are quite typical. 
Although many European investigators believe 
the condition to be a special form of sarcoidosis, 
others believe that it should be differentiated. 


Acute Monocytic Leukemia with a Possible 
Shwartzman’s Phenomenon. Presented by 
Dr. SAMUEL M. BLuEFARB and Dr. Sivas 
WALLK and (by invitation) Dr. Martin L. 
GECHT. 


This patient was first presented to this Society 
in February, 1956, at which time she was being 
treated for an ischiorectal abscess associated with 
a monocytic leukemia. This lesion healed, and in 
March, 1956, the patient was discharged. 

She entered the hospital again on Aug. 8, 1956, 
complaining of a swelling and pain of the dorsum 
of the left foot which extended to the region of 
the ankle, and had a temperature of 102 F. She 
was given penicillin on the day of admission and 
for two days thereafter. The day following ad- 
mission, she developed an eruption over the dorsum 
of both legs and arms. These lesions were urti- 
carial in character and completely asymptomatic. 

The fourth day following admission, the patient 
was given 6-mercaptopurine. The urticarial lesions 
were disappearing spontaneously in some areas and 
reappearing in others. Because of this eruption, 
the 6-mercaptopurine was discontinued the day 
after it was begun. Two days later it was ad- 
ministered again despite the continued presence 
of the urticarial eruptions. On Aug. 16 the lesions 
became painful to touch, and the right arm became 
extensively involved. The ischiorectal abscess had 
reappeared. On Aug. 17, a quarter-sized defect 
was filled with suppurative material. The tem- 
perature became elevated again in association with 
the development of the ischiorectal abscess. The 
character of the lesions on the skin completely 
changed overnight, and the patient now developed 
extensive hemorrhagic areas over the dorsum of 
the right arm and both legs. Four days later 
hemorrhagic bullae appeared in these areas. Sub- 
sequently these lesions resolved, leaving the ir- 
regularly pigmented areas seen on the right 
forearm and legs. Some areas of ulceration have 
not healed. Not all of the areas involved were 
ulcerated. 

Laboratory studies: Bone marrow findings were 
consistent with acute monocytic leukemia. 

X-rays: Chest—no evidence of abnormal find- 
ings. Both tibia—no evidence of abnormal findings. 
Feet—no evidence of abnormal findings. 
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Bacteriologic examination: Smear from abscess 
—Proteus vulgaris and B-hemolytic streptococci. 

Biopsy: A biopsy specimen of the erythematosus 
nodule is presented. 

Kodachrome transparencies were shown indicat- 
ing various stages of these lesions prior to healing. 


Discussion 


Dr. M. G. Frepricxs, Duluth, Minn.: I should 
like to discuss the management of acute leukemia 
for two reasons: one is that we generally have a 
very pessimistic attitude. With the therapies we 
have now, we can be less pessimistic. The second 
reason is that I have a very personal experience 
with myelogenous leukemia. I can recall the 
extreme pessimism when it was diagnosed. This 
diagnosis was made on marrow examination by 
competent hematologists. 

This problem is one of bleeding. The bleeding 
can in some instances be dermatologically con- 
trolled by the use of corticosteroids. They saved 
my life. There were large macrocytic lesions on 
the body and bleeding in the bowel. They were 
reversed in two weeks as shown by a negative 
cuff test. The anemia is a problem; the patient 
is bleeding and losing blood, and is in need of 
transfusion. I had 14 transfusions. Infection is a 
problem. The cases I have seen had dermatological 
infections. Infection is a real problem. I could 
have lost my life at one time from acute infec- 
tions. They were changed ‘in their course by the 
help of antibiotics. The prevention of infection 
is very important. We have been remiss in not 
getting our patients to be careful enough in the 
prevention of infection. I am not only referring 
to cutaneous infections, but to mouth infections, 
nose and throat infections, viroid-simulating strep- 
tococcic infection, which can set off a hemolytic 
process which can go on for a long time. The 


‘last was a hemolytic streptococcic infection in the 


throat. Many culture studies were made. In- 
fluenza can upset the very delicate balance that 
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seems to be involved in the process of acute 
leukemia as far as the marrow is concerned. 
The prevention of infection and the immediate 
treatment of infection can make the difference 
between life and death in the management of such 
a patient. 

The next phase of the treatment is the use of 
poisons which are more poisonous to the leukemic 
cells than to normal cells. I have had experience 
with mercaptopurine, but it was stopped at a time 
when it appeared that the drug was furthering the 
process. It was an active leukemia, and the drug 
was depressing the hematological picture down 
to a leukocyte count of 1500; the reticular cells 
went down and dragged the platelets to 15,000 or 
20,000. It appeared that maybe the use of 6- 
mercaptopurine and other drugs was premature. 
After four months the picture has improved, and 
after two months the marrow picture has im- 
proved. There are probably other drugs than 
6-mercaptopurine that will offer new help in the 
management of acute leukemia. 

The third problem in the treatment of acute 
leukemia is the use of corticosteroids. The corti- 
costeroid treatment over a long period of time 
presents many problems. In the first place, we are 
faced with the hazard of gastric or duodenal ulcer, 
but a great deal can be done to prevent the patient 
from developing that complication. If nothing is 
done, the hazard of the ulcer is not nearly the 
hazard of the disease itself. The second interest- 
ing hazard is the development of acne, which 
plagues the dermatologist. It is interesting that 
by certain dietary regulations and with limited 
treatment, it can be kept under control. Another 
complication of treatment is osteoporosis. Here, 
again, I do not think this hazard is as great as it 
was. New drugs are being offered, such as metates- 
tosterone, which contains only 1/16 of the androgen 
factor. It has made a tremendous difference in 
this problem of negative nitrogen balance. My 
muscle tone was so much improved after a period 
of a few weeks, and I was better physically than 
for months. 

The last point, and there could be many other 
points, is the hazard of stopping the corticosteroids 
too abruptly. When a patient has been on cortico- 
steroids for a long period, it is extremely impor- 
tant to taper off the dose very slowly. We got it 
down to the equivalent of about 12.5 mg. of corti- 
sone or 2.5 mg. of prednisone a week. We watched 


* it very carefully, so as not to get into a state of 


acute adrenal insufficiency. Once you start the 
corticosteroids, they have to be continued regularly. 

I am sure this was one of the described cases 
of leukemia because it has been diagnosed by com- 
petent hematologists. The marrow slides have 
been examined every two months. I think we can 
look at acute leukemia with a much more opti- 
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mistic attitude instead of the pessimistic attitude 
so prevalent in a Society like this in the years I 
have been in attendance. 

The question has. been asked, was there any 
antecedent condition? In my case, three months 
before onset, I had a slipped disk and I had taken 
a great deal of aspirin and was also on histamine 
therapy. It was my hope that this was a drug 
reaction. However, the opinion of the consultants 
was that, if it was, it had precipitated the real 
diagnosis of acute myelogenous leukemia. That 
surely was not the background of this case. 

Dr. SAMUEL M. BLUEFARB: We are indebted 
to Dr. Fredricks for his excellent outline of 
therapy for acute leukemia. This patient is pre- 
sented as a possible example of Shwartzman’s 
phenomenon. She was presented eight months ago 
as a case of acute monocytic leukemia with a 
rectal abscess. She was then given extensive anti- 
biotic therapy, mainly penicillin, for the rectal 
lesions. Two months ago she developed urticarial 
lesions and what was believed to be a fixed drug 
eruption on the leg. She was then hospitalized 
and found to have a fever due to the leukemia. 
However, the intern, unaware of her possible 
sensitivity to the drug, administered more peni- 
cillin. At this same time, she was given 6-mercapto- 
purine by the Hematology Staff. Six days later 
hemorrhagic lesions with many bullae appeared. 
The bullous lesions became necrotic and left 
cutaneous ulcerations which resembled pyoderma 
gangrenosum. Inasmuch as there has been no re- 
port of a drug reaction from further 6-mercapto- 
purine therapy, we believe that penicillin was the 
causative factor in the cutaneous eruption. 


Epidermolysis Bullosa. Presented by Dr. THEo- 
DORE CORNBLEET and Dr. SIDNEY’ Barsky and 
(by invitation) Dr. Jose R. Latont. 


The mother states that this 10-year-old white 
boy developed bullae when he began to wear shoes 
at the age of 1 year. The lesions became quite 
large until a year ago, when they became fewer 
and smaller. ‘ 

The mother is similarly afflicted with regard to 
her feet and hands. She develops blisters after 
trauma, such as using a hand iron or wearing 
shoes. 

Examination of the urine for porphyrins was 
negative. 


Discussion 


Dr. Francis W. Lyncu, St. Paul: I believe 
this patient has two separate disorders. There 
seems no doubt as to the epidermolysis bullosa. 
As to the more recent eruption, the history and 
the distribution support the suggested diagnosis 
of hypersensitivity to sunlight. A relationship be- 
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tween sunlight sensitivity and epidermolysis bul- 
losa is questionable. In previously reported 
instances it is likely that there has often been 
confusion between epidermolysis bullosa and the 
so-called congenital form of porphyria. I do not 
believe that hypersensitivity to light is found in 
adults with epidermolysis bullosa. In this instance 
the patient may have polymorphous light sensitivity 
or possibly lupus erythematosus. Further study 
would be necessary to establish a definite diag- 
nosis. 

Dr. Davin CoHEN: Several months ago I pre- 
sented a 5-year-old boy to the Society who I 
thought had epidermolysis bullosa. This child was 
put on Meticorten therapy, with marked improve- 
ment, but as soon as it was discontinued, massive 
bullae returned. 

Dr. G. K. StEIGLEpER, Frankfort, Germany (by 
invitation): We frequently have the same diffi- 
culties with these patients in Frankfort. We 
believe they have a special form of mild keratosis 
and that therapy is curative. 

Dr. Louis A. Brunstinc, Rochester, Minn. : 
Occasionally patients with epidermolysis bullosa 
may show manifestations from time to time on 
the exposed surfaces which suggest a reaction of 
hypersensitivity to light. I have not been impressed 
with the evidence which links this with a hor- 
monal disturbance, nor is any evidence of porphyria 
usually demonstrated in such cases. The condition 
is not lupus erythematosus. Such reactions may be 
independent disorders arising in the same patient. 

Dr. THEODORE CORNBLEET: We entertained a 
diagnosis of epidermolysis bullosa, particularly 
because mother and son had something similar in 
their eruptions—vesicles. The boy had only these 
vesicles. The mother insists neither her parents 
nor others in her family had like eruptions. Such 
a history would be evidence against the simple 
type of epidermolysis bullosa. It is inherited as a 
dominant, meaning at least one parent must have 
the same disease. Perhaps it is a mutation in the 
mother. At any rate, I believe-the skin changes 
can be explained on the basis of or are due to 
light sensitivity. They could be lupus erythemato- 
sus, too. We probably cannot differentiate these 
two latter entities by a therapeutic test with the 
antimalarials. These drugs are helpful in many 
cases against the effects of photosensitivity as well 
as chronic lupus erythematosus. 


Cutaneous Metastases with Zosteriform Distri- 


bution Associated with Carcinoma of the 
Prostate. Presented by Dr. SAMUEL BLUEFARB, 
Dr. Smzas WALLK, and (by invitation) Dr. 
Martin L. GEcHT. 


Discussion 


Dr. HAMILtoN MontTGOMERY, Rochester, Minn. : 
I was particularly interested in this case because it 


Vol. 75, June, 1957 


UMI 

















Be ET ol Oe ee to ae ee. ee 


all 


57 











SOCIETY TRANSACTIONS 


so happens that I have seen four cases within the 
last year at the Mayo Clinic of different types of 
metastatic carcinoma, which I am grouping to- 
gether for presentation at the American Academy 
of Dermatology and Syphilology Clinical Path- 
ologic Conference on Dec. 12, 1956. Herpes zoster 
is not uncommonly associated with pelvic malig- 
nancy of the ovaries or uterus in women or of 
the prostate in man. In any case of persistent 
herpes zoster occurring in the region of the lower 
abdomen or over the buttocks one should suspect 
an underlying malignancy. In many instances, 
dermatohistopathologic examination will not re- 
veal any malignant cells in the herpetic lesions, 
though in this case there were definite malignant 
cells. 

Some years ago, I, with Dr. Kierland (Archives 
of Surgery 40:672 [April] 1940) emphasized 
metastases of carcinoma to the scalp as a rather 
frequent site and that cutaneous biopsy might 
obviate the necessity of exploratory operation. 
In this case we are dealing with a carcinoma of the 
prostate with an herpetic eruption. At the Academy 
meeting I am presenting a case of carcinoma of 
the prostate with metastases to the glans penis, 
clinically looking like an erythroplasia of Queyrat 
that had undergone malignant change. Metastases 
of carcinoma to the glans penis or of leukemic 
infiltration of the glans penis are often associated 
with phimosis and a permanent hardening and 
swelling of the glans. 

Another type of .metastatic tumor occurs in the 
form of discrete nodules in the skin, and one 
case that I am reporting at the Academy . proved 
to be a malignant neurogenic tumor either a neuro- 
blastoma or an ependymoma. Diagnosis of these 
nodules can only be made on the basis of histo- 


pathologic examination because they can vary 


from an adenocarcinoma to those of myelogenous 
leukemia. Bullous and ulcerative lesions may also 
be associated with various types of lymphoblas- 
toma. Kierland and I reported Proceedings of the 
Staff Meetings of the Mayo Clinic 16:124, 1941) 
on the phenomenon of cutaneous ulcerative 
Hodgkin’s disease, and in 1931 with Dr. Goecker- 
man I reported (Archives of Dermatology and 
Syphilology 24:383) a man who was admitted to 
the Clinic as having pemphigus, but who had 
gyrate lesions suggestive of mycosis fungoides. 
The patient died within the week and on post- 
mortem examination was found to have lympho- 
sarcoma. In another case there were extensive 
ulcerations of the legs, and the patient at post- 
mortem examination was found to have Hodgkin's 
disease. 

I cite these simply to emphasize the multiple 
and varied cutaneous manifestations we see in 
various types of neoplasms, whether carcinomas 
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or lymphoblastomas, when cutaneous metastases 
occur. 

Dr. M. R. Caro: The location of this metastatic 
carcinoma and this zoster-like distribution open 
up considerable speculation as to. what is the route 
of the metastasizing carcinoma cells in this case. 
We usually think that they get into the lym- 
phatics, circulate in the lymphatics, and eventually 
land in terminal areas of the skin. Such a lym- 
phatic route cannot explain why it should be 
limited in this case to areas innervated by one 
nerve, 


Primary Systematized Amyloidosis Associated 
with Multiple Myeloma. Presented by Dr. 
SAMUEL BLUEFARB, Dr. SILAS WALLK, and (by 
invitation) Dr. Martin L. Gecurt. 


This 56-year-old white man entered the hos- 
pital about four months ago with a history of an 
eruption on the dorsum of his hand for about 
two months. He was working until about two 
weeks prior to admission, stopping work because 
he thought the paint was irritating his skin. The 
first lesions which he noted were the small, raised, 
firm, shiny papules on the dorsum of his hands, 
which are relatively unchanged on the dorsum 
at this time. 

Two weeks ‘later he noted a similar type of 
lesion on his forehead and the back of his neck. 
New lesions began to appear on the dorsum of 
his forearms about June 1, which became quite 
thickened and large to approximately their present 
state. The character of these lesions has not 
changed essentially since his admission. They are 
present on the dorsum of his arm and hand, fore- 
head, back of his neck, and the external auditory 
canal. 

The primary complaint was severe, constant 
pruritus. The patient stated he noted very mild 
aches and pains in his bones and joints almost since 
the onset of his cutaneous eruptions, although 
this did not prevent him from working, and it 
was not until two weeks after his admission to the 
hospital that the bone pain became quite severe. 
He also complains of a nonproductive, chronic 
cough “for some time.” His blood pressure on 
admission in both arms was 104/58. At the time 
of admission, he was rather obese, appeared well 
hydrated, and was not in acute distress. However, 
he did move with difficulty because of apparent 
pain in his back. His pulse was 80 and regular. 
There were no auscultory abnormalities in the 
chest or heart. The liver was very slightly en- 
larged, one finger below the costal margin in the 
anterior axillary line. 

Laboratory Studies: Hemoglobin 52%; red 
blood cell count 2,750,000; white blood count 5700, 
with 44 neutrophils, 3 eosinophils, 6 basophils, 
43 lymphocytes, 4 monocytes. The platelets were 
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normal. There was considerable anisocytosis, 
poikilocytosis, polychromatophilia. 

Urinalysis: Positive for Bence Jones protein. 
Protein electrophoresis—decreased gamma globu- 
lin. However, both beta and gamma _ globulin 
were present. 

‘X-rays: A general bone survey of the bony 
skeleton revealed punched-out osteolytic lesions 
compatible with multiple myeloma. These defects 
were noted in the dorsal vertebrae, ribs, skull, 
and iliac crest. 

Bone marrow aspiration: Findings were diag- 
nostic for multiple myeloma. Bone marrow was 
completely infiltrated with sheaths of mature 
plasma cells. 

Blood chemistries: Total protein: 6.25 (normal 
6.0 to 8.0 gm. per 100 cc.). Albumin: 5.2 (normal 
4.0 to 5.5 gm. per 100 cc.). Phosphatase, alkaline, 
3.1 (normal 1.5 to 4.0 units per 100 cc., Bodansky). 
Globulin 1.6 (normal 1.5 to 3.4 gm. per 100 cc.). 
Gamma globulin turbidity 0.68 (normal 0 to 1.25 
gr. per 100 cc.). Calcium 12.5 (normal 9.11 mg. 
per 100 cc.). Protein electrophoresis (serum) 
increased alphas, decreased gamma. 

Cardiovascular Determinations: Electrocardio- 
grams have indicated first-degree heart block. 
Venous pressure was elevated with prolonged arm- 
to-lung circulation time and normal. arm-to-tongue 
circulation time. This speaks for right heart 
failure such as occurs in amyloidosis of the heart. 

The patient has received therapy with P™, There 
has been no evidence of any great retardation of 
the process with this therapy. 

Biopsy: Several slides are presented with hema- 
toxylin and eosin, Congo red, PAS, methyl violet, 
and van Gieson stains. 


Discussion 


Dr. Francis W, Lyncu, St. Paul.: I agree 
with the diagnosis of this case as presented. 
Certainly the patient does not have the classic 
involvement of systematized amyloidosis as de- 
scribed some years ago. However, in recent years 
it is becoming evident that there are many atypical 
manifestations. Although I have very little evi- 
dence for my opinion, it is my belief that classic 
cutaneous amyloidosis is more likely to be followed 
by multiple myelomatosis than preceded by that 
disorder. In other words, when the multiple 
myelomatosis is present early, I think the eruption 
often proves to be atypical. I am glad to see there 
has been adequate study of the serum proteins 
and lipoproteins in this case. 

Macroglossia is characteristic, but is not always 
found in systematized amyloidosis. It has been 
pointed out that when there is no visible evidence 


of oral amyloidosis a biopsy from the gingival 


tissue may show presence of amyloid. 
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Dr. Ropert W. Gottz, Minneapolis: I overheard 
some comment during the presentation of the 
case, whether this should be called primary sys- 
tematized amyloidosis in view of the presence of 
myeloma. My own feeling, and I think Dr. Blue- 
farb shares this opinion, is that there is no clinical 
difference between amyloidosis associated with 
multiple myeloma and that without. It has been 
argued that if these cases of so-called primary 
amyloidosis live long enough, they will develop 
myeloma; that, of course cannot be proved. It 
appears from the literature, however, that there 
is no essential difference either in the clinical 
findings or the histopathologic findings in primary 
amyloidosis and the cases associated with multiple 
myeloma. 

It would be interesting to take tissue for biopsy 
from parts of the skin not apparently involved. 
There is great likelihood that amyloid will be 
found even there. I would like to pass along a 
hint I first obtained from Dr. Winer. In staining 
with PAS, counterstain with picric acid, as in the 
van Gieson stain, and the amyloid shows up red 
or violet against a yellow background; a very 
small amount of amyloid may thus be detected 
that otherwise might be missed. 

Dr. A. H. Stepyan: The striking feature seen 
in this patient was the sharply outlined character 
of the lesions on the exposed areas of the nape 
and over the extensors of the upper arms. It 
made me think there was an element of photo- 
sensitization, or a Koebner reaction to sunlight. 
The lesions behind the ears seem to follow a 
definite line as though the patient scratched him- 
self. This, too, points to a Koebner phenomenon. 
Skin disorders showing protein disturbances and 
liver damage tend to show this peculiar sensitiza- 
tion to sunlight. It would be well to study this 
patient, looking for protein abnormalities. 

Dr. SAMUEL BLUEFARB: I believe all points 
have been well covered in this case, and I am 
in agreement with the recommendations made by 
Dr. Goltz and Slepyan. 

Two features of this condition have not been 
mentioned. The first is the absence of purpura. 
In the presence of extensive amyloidosis there is 
an amyloid involvement of the blood vessels. This 
has been postulated as the cause of purpura in 
cases of multiple myeloma. Although this patient 
has extensive involvement of amyloidosis, there 
is no purpura. 

Another point is that about 50% of patients hav- 
ing multiple myeloma present a hyperglobulinemia. 
However, if amyloidosis is present, the globulin 
is normal. This patient has a normal globulin 
but does show beta and gamma globulins in the 
urine as well as a positive Bence Jones protein 
reaction. 
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A Case for Diagnosis: Possible Dermatitis Herpetiformis 
or Hailey and Hailey’s Di Pr ted by Dr. 
Attan Lorincz and Dr. JoserpH O. PrigstLEy (by 
invitation). 
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J ted by Dr. STEPHEN ROTHMAN 
and Dr. Ricuarp B, StouGcuTon. 

Sarcoidosis. Presented by Dr. Davip Omens and (by 
invitation) Dr. Harotp Omens and Dr. Hassan M. 
Yazpi 
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The Use of X-Ray in Dermatology 
Dr. George M. Stroud, Moderator 


Dr. JoHN StorAstt, Department of Radiology, 
University Hospitals 

Dr. GreorGE BINKLEY 

Dr. JAMES R. Driver 


Congenital Ichthyosis (Persistent Epitrichial 
Layer). Presented by Dr. Epwarp S. Kozi- 
KOWSKI, courtesy of Dr. Hitt and Dr. KEppLer. 


This girl, born in July, .1956, was seen shortly 
after delivery with a generalized skin deformity 
of the face, fingers, and toes. This consisted of 
a thin, parchment-like layer of epithelium covering 
the entire body. Three days after birth large, 

thin, collodion-like sheets of material began to des- 

quamate. The biopsy diagnosis: Congenital 

| ichthyosis. The family history is negative. This 
baby has two normal siblings. 





Discussion 
: Dr. Harotp N. Coe Sr.: It seems to me that 
1 this case comes more under the category of “lamel- 
, lar desquamation of the newborn.” Such cases are 
exceedingly rare. When first in practice here in 
1 Cleveland, I saw such a baby and about a year 


or so later I saw another baby of the same mother. 
Both died. The possible relationship of the parents 
is not known. In most of these cases death is the 
result. Dr. Norman Ingalls of the Institute of 
Pathology saw one of these babies, and it is my 
belief that one of them is in the Hamann Museum. 
There have been other instances where two people 
in a family have had this condition. Strém re- 
ported six of these infants from a large hospital 
in Scandinavia, from among 246 born there. It is 
very rare. Dr. Ormsby in 1908 presented such a 
case before the Chicago Dermatological Society; 
this baby died early. Montgomery speaks of it as 
ichthyosis congenita and also states that many of 
them die. 
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Granular-Cell Myoblastoma of Lip. Presented by Dr. 


James Wesster, Dr. Stantey Hurr, and (by invita- 
tion) Dr. Hassan M. Yazpt. 


Ophiasis. Presented by Dr. Davip Omens and (by in- 


vitation) Dr. Harotp Omens and Dr. Jose R. Latont. 


Lupus Erythematosus (Chilblain Lupus?) Presented by 


Dr. THEODORE CoRNBLEET, Dr. Sipney Barsky, and 
(by invitation) Dr. Hassan M. Yazpt. 


Lymphosarcoma of the Skin. Presented by Dr. 
W. P. LAscHErD and Dr. L. Potrs, Department 
of Dermatology, University Hospitals, Service of 
Dr. J. R. Driver. 


This 84-year-old white woman has several red, 
nontender ulcers on the right leg, and right arm, 
and a scaly, serpiginous eruption on the left an- 
terior thigh. The earliest lesions are 2 years old. 
The biopsy report shows lymphoma of the skin; 
reticuloendothelial cells and lymphocytic cells are 
present in the sections. 


Discussion 


Dr. RutH RauscHKoLsB: With the increase in 
life span there will be an increasing number of 
patients who apply for treatment of such varying 
sorts of skin lesions that it behooves us all to be 
alert to the very first forms these lymphomas may 
take. Malignant lymphomas, the term internists 
use, or lymphoblastomas, the term dermatologists 
use, comprise largely some five different diseases— 
the leukemias, lymphosarcomas, Hodgkin’s disease, 
mycosis fungoides, and the very serious giant 
lymphomas, originating in the mediastinal lymph 
nodes but able to develop from so many other tis- 
sues—skin, pleura, dura, liver, spleen, kidneys, 
intestine, and bone marrow. Lymphosarcoma is di- 
vided again into the reticular type and the lympho- 
cytic type, and, curiously enough, the lymphocytic 
type is more malignant, since one is never able to 
tell when the cells will spill over into the blood 
stream. The radiosensitivity of the true lympho- 
sarcoma cell is very remarkable. According to Dr. 
Doan, he has seen cases with spill-over into the 
blood stream, where a white blood count of 500,000 
would go to 2000 after very moderate doses of 


x-ray. 

Dr. THomas E. Neruerton: I should like to 
ask if you think, Dr. Sato, that a full-thickness 
graft would be possible to close the area? 
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Dr. S. Sato: We were thinking that, after the 
disease is fairly well ccntrolled, grafting for that 
site would be considered. 

Dr. THomas E. NetuHerton: I should like to 
hear a comment on the toxic annular eruption that 
the patient demonstrates. 

Dr. W. P. LascnHermp: The eruption that she 
had is much more erythematous than when she was 
first seen by us. I think that the configuration is 
much the same. We felt that this was a toxic 
erythema. 

Dr. GeorceE M. Srroup: This patient has 
causalgia of the right foot, secondary to involve- 
ment of the nerves proximally by the large ulcer. 


Granuloma of Axillae (Zirconium)? Presented 
by Dr. Epwarp S. KozrKowskI. 


This 53-year-old white woman developed a 
mildly pruritic dermatitis in the axillae shortly 
after using a stick deodorant containing sodium 
zirconium lactate. Three months later, when I 
first saw her, she had an eruption of both axillae, 
consisting of glistening papules, resembling vesicles, 
from which no fluid could be expressed. Micro- 
scopic examination of a lesion showed extensive 
infiltration in the upper dermis, consisting of 
epithelioid cells, lymphocytes, and giant cells, 
Diagnosis: Chronic granulomatous dermatitis. 


Discussion 


Dr. Grorce M. Stroup: I have been seeing some 
poison ivy cases this summer that have been diffi- 
cult to heal. Some of these patients applied zir- 
conium preparations. 

Dr. Epwarp S. Kozrtxowsxt1: I should like to 
ask if the reaction in zirconium poisoning is pos- 
sibly similar to that from beryllium. Dr. Curtis 
might be able to give us an idea on that. 

Dr. Georce H. Curtis: I think the histologic 
picture resembles chronic cutaneous beryllium 
granuloma. Clinically the beryllium granuloma is 
usually a solitary lesion, usually on the hands, 
where beryllium oxide or beryllium phosphor is 
implanted in the dermis through a traumatic 
wound. The whole picture resembles that of sar- 
coid. The giant cells are mostly of the foreign- 
body type. 


A Case for Diagnosis: Unclassified Lymphoma? 
Dermatomyositis? Presented by Dr. Epwarp 
S. KozrKowsk1. 


This white 52-year-old woman was first seen in 
May, 1956, with a severe edema of the eyelids, 
nose, and face. A firm subcutaneous nodule was 
removed in January, 1956, with a biopsy diag- 
nosis of lymphosarcoma, Several subsequent biop- 
sies at the Cleveland Clinic showed changes 
compatible with lupus erythematosus. There was no 
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response to treatment with chloroquine. There 
was no response to Plaquenil. There was tem- 
porary improvement of the edema following sev- 
eral Wydase injections. After a relapse she was 
studied at the University of Pennsylvania, where 
a biopsy report by Dr. H. Beerman put the con- 
dition in the lymphoma group, although the exact 
type was undeterminable. She is now improving 
on nitrogen mustard. 


Discussion 


Dr. Georce H. Curtis: This patient had been 
referred to our departments of Endocrinology and 
Surgery in January of this year because of the 
brawny edema which appeared above the left eye- 
brow, where the lesion had been excised. Our 
Pathology Department confirmed the diagnosis of 
lymphosarcoma after studying the microscopic sec- 
tions of the excised lesion. Within a week swelling 
appeared at the site of operation. From that time 
to the present there has been progressive extension 
of the brawny edema with erythema. Repeated 
biopsies from pew areas «fi extension showed 
changes remarkably similar to chronic discoid 
lupus erythematosus. A‘!though Dr. Haserick was 
reluctant to say that this was chronic lupus erythe- 
matosus, the histologic picture was more com- 
patible -with that disease than any other. Focal 
infection studies of the nose and throat and else- 
where, as well as roentgenograms of the skull and 
sinuses, disclosed no pathologic findings. A skin- 
muscle biopsy and creatine and transaminase tests 
were normal, and as yet the patient has not pre- 
sented any clinical symptoms suggestive of derma- 
tomyositis. The patient left our observation before 
Kveim and Frei tests were done. The eruption on 
the forehead about the operation scar disappeared 
after three filtered roentgen irradiations of 150 
r each, but the dermatosis of the eyelids and cheeks 
and on the nose did not respond. 

Practically all of the reports of this type of 
dermatosis are to be found in the Society Proceed- 
ings of the A.M. A. ARCHIVES OF DERMATOLOGY. 
It is surprising how regularly one or two cases are 
recorded almost every year, at least back to 1939. 
I obtained the impression that this type of. solid 
edema may be classified into two types: The first 
is a noninflammatory type resembling angio- 
neurotic edema, which appears suddenly on one 
side of the face or the other, and is sometimes ac- 
companied by mild fever and malaise. It persists 
for an indefinite time. The second type is ap- 
parently inflammatory, developing somewhat in- 
sidiously, characterized by progressive exacerba- 
tions, which also may be accompanied by some 
fever and malaise. This also persists, at least for 
a long time. 

I found one case report in which lymphedema 
was associated with lymphosarcoma, which per- 
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sisted for a considerable time after the lympho- 
sarcoma was destroyed by therapy. In another 
case some improvement was obtained by the use of 
hyaluronidase. I believe this case is one of the in- 
flammatory type of solid lymphedema of the face, 
associated with lymphosarcoma. 

Dr. Joun R. HAsericx: The histologic sections 
of the skin are compatible with lupus erythema- 
tosus, except for the absence of liquefaction de- 
generation and atrophy of the epidermis. I think 
that we should remember that this same histologic 
appearance can be seen in dermatomyositis. 

With respect to a muscle biopsy in dermatomyo- 
sitis, a biopsy of the gastrocnemius muscle might 
be perfectly normal, whereas one taken from the 
anterior pectoralis might show the changes of 
dermatomyositis. Finally, it should be pointed out 
that lymphoblastomata may on rare occasions bear 
the same relationship to dermatomyositis as malig- 
nancy. To me, the preferred diagnosis in this case 
is that of the presenter, namely dermatomyositis 
and possible lymphoma. 

Dr. H. J. ParkuHurst: In the differential diag- 
nosis I think it might be well to think of solid 
edema, as described by Dr. Pusey. The case shows 
some features of that condition. 

Dr. Georce M. Stroup: Are there any thera- 
peutic suggestions? 

Dr. W. W. Mourpny: I think one thing that 
should be considered is chronic cellulitis. I saw a 
woman who had lesions of this type, 40 attacks 
over a period of 10 years. Antibiotic therapy 
caused the lesions to clear. 


A Case for Diagnosis: Nodular Enlargement 
of the Tongue with Atypical Hyperplasia. 
Presented by Dr. W. P. LascHem and Dr. 
L. W. Ports, Department of Dermatology, Uni- 
versity Hospitals, Service of Dr. J. R. Driver. 


This 64-year-old white man has a nonpainful 
enlargement of the tongue with several red, con- 
fluent, nodular lesions. He was seen in the clinic 
nine years ago, when a diagnosis of leukoplakia 
was made. He was treated for latent syphilis in 
1941 and 1942 (18 months total). He still has a 
strongly positive serology. Biopsy studies from a 
nodule show a marked inflammatory reaction. No 
true granuloma seems to be present. There is some 
atypical epithelial proliferation. The possibility 
that the changes could be precancerous or early 
low-grade malignancy cannot be excluded. 

Treatment: penicillin, 9,600,000 units; chlor- 
amphenicol, 1 gm. daily for 10 days; x-ray therapy 
to tongue and sides of face, 3760 r. 


Discussion 


Dr. H. N. Core Jr.: The section shown today 
might easily pass for simple pseudoepitheliomatous 
hyperplasia, but on close examination I thought 
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there were two or three areas where there were 
definite invasive tendencies and in these areas there 
is quite intense inflammatory reaction. It is true 
that the majority of squamous celis were quite 
typical, but some of them were somewhat atypical 
and appear to have lost their spinous processes. 
I would make a diagnosis of Grade I squamous- 
cell carcinoma. The process is too diffuse for 
treatment in any other way than what is being 
done. It would be impossible to use implantation 
of radium here because it is too extensive. I can- 
not see using surgery. 

Dr. I. L. ScHonserc: I believe that as long as 
there is nothing else that can be done, a trial of 
potassium iodide and bismuth for a short period 
of time might prove effective. It was my impres- 
sion that this tongue presented some of the char- 
acteristics of a gumma. I shall never forget a case 
of gumma which was treated by penicillin and 
which later responded to potassium iodide and bis- 
muth., 

Dr. Georce H. Curtis: I thought this man had 
another interesting finding. Some time ago he had 
an operation under the right mandible. I found 
several nodules today in this region. They were 
stony hard. I think they are lymph nodes. I believe 
a dissection, with lymph node biopsy, should be 
done. 

Dr. J. R. Driver: This is a typical example of 
carcinoma developing on a_ syphilitic  glossitis. 
Whenever one sees carcinoma on the dorsum of 
the tongue, it usually means syphilis as the under- 
lying factor, with leukoplakia degenerating into 
carcinoma. In this patient there is an incurable 
situation because of the extensive involvement, 
with metastasis, Palliation is the best that can be 
hoped for. 

Dr. Georce M. Stroup: This patient had ade- 
quate metal chemotherapy for syphilis from 1941 
through 1943. If he has a cancer of the tongue 
engrafted on a syphilitic glossitis, he has an atypi- 
cal finding, in that yellow pus was found by the 
surgeon in éach of the sites where he did a biopsy. 
This was also found in the submandibular node. 
We administered potassium iodide, and it did not 
seem to have any appreciable affect. The question 
of giving him bismuth was discussed and it was 
decided not to give it to him. I think he does have 
carcinoma of the tongue, which developed on the 
site of a glossitis. Roentgen treatment has ap- 
parently failed. 

Dr. G. A. DeOreEo: I would give this man tetra- 
cycline right now. It works well with ‘interstitial 
glossitis. You can give 1 or 2 gm. a day for two 
weeks and then perhaps reduce it to 1 gm. and con- 
tinue for two months if necessary. 

Dr. W. P. Lascuem: This patient did have 
chloramphenicol, 1 gm. daily, for 10 days. 

Dr. G. A. DeOreo: That is too short a period. 
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Nevus Pigmentosus et Pilosus (Giant Nevus) with Hamar- 
tomatous Changes. Presented by Dr. W. . LascHEID 
and Dr. L. Ports, Department of Dermatology, Uni- 
versity Hospitals, Service of Dr. J. R. Driver. 

Morphea. Presented by Dr. W. P. Lascueip and Dr. L. 
Ports, Department of Dermatology, University Hos- 
pitals, Service of Dr. J. R. Driver. 


CLEVELAND DERMATOLOGICAL SOCIETY 


Allen E. Walker, M.D., President 
Elliott L. Glicksberg, M.D., Secretary 
Robert Gardner, M.D., Reporter 
Ohio State University 

Oct. 20, 1956 


Scleroderma. Presented by Dr. ArrHuR J. Tron- 
STEIN (by invitation). 


Discussion 


Dr. Georce H. Curtis: The patient with sclero- 
derma of the lower extremity and a few lesions 
on the trunk was followed in the Cleveland Clinic 
from Nov. 22, 1955, to June 6, 1956. The diag- 
nosis of localized scleroderma was based on the 
clinical course, morphology, and biopsy. During 
the six months of observation, the dermatosis ex- 
tended to involve the thigh and buttocks, and a 
lesion or two appeared on the trunk. Since then 
the progress has. apparently ceased, as the patient 
states there has been no progress in the past sev- 
eral months. There was flexural contraction of the 
knee, and the ankle was almost completely fixed. 
The unusual feature was the progression of lesions, 
accompanied by peripheral bullous formation, with 
subsequent ulceration on the leg and thigh. The 
progress waxed and waned, with new bullae, 
ulceration, then healing. 

Extensive laboratory studies were normal, except 
for an elevated sedimentation rate and cultures 
showing Bacterium coli, Staphylococcus albus, and 
nonhemolytic Streptococcus. 

Roentgenograms of the spine, based on a com- 
plaint of low-back pain, disclosed some narrowing 
of the lumbosacral joint space. A considerable 
amount of physiotherapy for the purpose of re- 
lieving the pain and possibly to remove some 
neurotropic i«ctors as a cause seemed to have no 
beneficial effect. Roentgenograms of the bones of 
the extremity were normal. Internal antibiotic and 
topical steroid-antibiotic therapy reduced the sedi- 
mentation rate to normal, but had no effect on the 
progress. During a period of occlusive dressings, 
exacerbations and partial remissions occurred. 
Chloroquine diphosphate, pyridoxine, isonicotinic 
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Multiple Keloids. Presented by Dr. W. P. Lascueip and 
Dr. L. Ports, Department of Dermatology, University 
Hospitals, Service of Dr. J. R. Driver. 

Systemic Lupus Erythematosus in a Ten-Year-Old Negro 
Girl. Presented by Dr. W. P. LascHeip and Dr. L. 
Ports, Department of Dermatology, University Hos- 
pitals, Service of Dr. J. R. Driver. 

A Case for Diagnosis: Discoid Lupus Erythematosus. 
Presented by Dr. ALLEN WALKER and Dr. Joun J. 
STEWaRT. 


acid hydrazide, and small doses of prednisone had 
no beneficial effect. 

The development of bullae and ulceration in 
scleroderma is unusual and is not mentioned in 
textbooks, monographs, and the encyclopedic sys- 
tems of medicine available to me, but on perusal 
of the Society Proceedings of the A.M.A. Ar- 
CHIvEs OF DerMato.ocy, I find it not a great 
rarity. Bullae and ulcerations have been reported 
in both localized and systemic scleroderma. I be- 
lieve this and the other case are localized sclero- 
derma, and the prognosis is good, as there is the 
tendency to involution in the localized type, 
whereas in systemic scleroderma involution is un- 
common, ‘ 

Dr. ArtHuR J. TRONSTEIN (by invitation) : She 
was having some Raynaud-like symptoms in the 
foot. I was wondering whether there is any chance 
to prevent further disturbance of her circulation 
or whether she is going to develop Raynaud’s and 
have gangrenous effects later on. I notice that the 
Cleveland Clinic suggested sympathetic block. I 
wondered if that should be done now. 

Dr. Georce H. Curtis: Last June she was to 
return to the Clinic for a series of sympathetic 
blocks, but the patient did not return, which was 
just as well, since she is now greatly improved. 
There has been no extension and no recurrence of 
the bullae and ulceration in the past several 
months. The ulcerations have healed, The flexural 
contraction is no longer present, and there is con- 
siderable motion of the ankle joint, thanks to 
physiotherapy. May I mention that in our De- 
partment of Rheumatoid Diseases various com- 
binations of the chloroquines, corticosteroids, and 
nitrogen mustard therapy are being given extensive 
trial, but as yet it is too early for adequate 
evaluation; however, some cases are responding to 
the regimens. 


Linear Scleroderma. 
B. HEIseEL. 


Presented by Dr. ELprep 


Discussion 


Dr. Etprep B. Hetset: The next patient is the 
little girl with linear scleroderma, who six or 
eight months ago had almost complete fixation of 
the right wrist and fingers of the right hand and 
marked extension of the right index finger. 
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Dr. Justus F. LEHMANN (by invitation): 
I should like to discuss the application of ultra- 
sound in a case such as we have here. There are 
differences between sound and ultrasound. We 
cannot hear ultrasound because of the high fre- 
quency of the ultrasound waves. The pitch used 
is of a frequency of 1,000,000 cycles per second 
We can hear only up to 17,000 cycles per second. 
The intensities used in therapy are much higher 
than those of an ordinary noise level. The intensity 
used for therapeutic application would compare 
with the noise made by the firing of more than 
10,000 cannons in a room the size of 1 cc. Because 
of the high frequency and high intensity, specific 
biological reactions occur. 

It has been shown that scar tissues similar to 
those tissues in scleroderma and other masses of 
collagen fibers are selectively heated because ultra- 
sonic energy is selectively absorbed in these tissues. 
In other words, one can produce almost any desired 
rise of temperature in these tissues w'thout burn- 
ing other structures. Experiments done by Gersten 
and others showed that this rise in temperature 
produced within the tissues results in increased 
stretchability. This effect is so pronounced that the 
force required to produce the same amount of 
stretching before ultrasonic treatment can be 10 
times greater. than the force producing the same 
amount of lengthening after applications of ultra- 
sound, Therefore, we treat the periarticular struc- 
tures and the skin of those patients with scleroderma 
with ultrasound, in the hope that we can get 
this increase in stretchability and thus make other 
physical therapy treatments more effective. 

We have to be careful with statements on final 
results, The literature on this subject is filled with 
claims, and very few reports are scientifically valid. 
The European literature shows many claims that 
the patients with scleroderma can be treated suc- 
cessfully and that marked improvements are ob- 
served after treatment with ultrasound. I have 
found only very few reports of patients where ac- 
curate measurements of the joints were done. 
However, because of the effect of ultrasound on 
the increased stretchability of connective tissues, 
it seems to be necessary to use it in conjunction 
with physical therapy. Ultrasound, as far as we 
know, has no effect upon the course of the disease 
per se. 

Dr. Georce H. Curtis: In the Proceedings of 
the ArcHIves oF DERMATOLOGY recently there was 
a report of several cases improved by the use of 
ultrasound. 

I should like to ask Dr. Lehmann if treatment 
of a finger joint in this girl must be more cautious 
because of possible finger joint injury, or not? 
I know that ultrasonics have been used in the 
treatment of arthritis and around joints and I had 
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the impression from the literature that ultrasound 
around joints was rather dangerous. 

Dr. Justus F. LEHMANN: Arthritis has. been 
treated very successfully with ultrasound. As a 
matter of fact, a statistical survey, with controls, 
showed that ultrasonic therapy of periarthritis of 
the shoulder was definitely superior to other types 
of physical therapy, such as diathermy, in improv- 
ing the range of motion. Again, this probably 
depends on the selective rise of temperature in the 
periarticular tissues, and ultrasound has to be 
given in conjunction with a complete physical 
therapy program. With regard to the dangers 
involved, ultrasound is admittedly somewhat more 
dangerous than other modalities. If a moderate 
dose is applied for two minutes over the femur 
of a live anesthetized dog, and if a technique is 
used which is contraindicated for therapeutic ap- 
plication, then a rise of temperature up to 160 F 
is obtained within a few minutes. In other words, 
the bone is burned and becomes necrotic later on. 
This is extremely painful and can be done only 
under an anesthetic. That means ultrasound can 
be dangerous because of the very fast selective rise 
of temperature if improper technique and dosages 
are used. In most cases, however, pain occurs as 
a warning signal, and the patient will withdraw 
before any damage occurs. Therefore, a very 
large number of patients have been treated without 
untoward effects. Ultrasound also produces non- 
thermal effects. There therapeutic significance is 
still unknown. Altogether these effects are not 
cumulative, as those of x-ray treatments are. 

Since the First World War ultrasound has been 
used for technical applications. In order to test 
ultrasound machines as they come off the assembly 
line, the operator used the pain which occurs quick- 
ly when the thumb was exposed to the ultrasonic 
output of the equipment as a test of the perform- 
ance of the machine. There are engineers who 
have performed such tests many times a day for 
fifteen or twenty years, and no clinical signs for 
a cumulative destructive effect have been found 
so far. 

In summary, if proper precautions and proper 
techniques are employed, ultrasound is harmless: 
However, as any potent modality or drug, it can 
destroy tissues if improperly employed or given 
in too large a dose. 


Familial Benign Chronic Pemphigus (Hailey 
and Hailey). Presented by Dr. Roranp E. 
Lone. 


A white woman, aged 31, was first seen in the 
Outpatient Department of Ohio State University 
on July 18, 1956, at which time she was complain- 
ing of oozing, crusting lesions under the breasts, 
on the right side of the neck, and on the medial 
aspects of the thighs. This began approximately 
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the middle of June and has progressed rapidly. 
Therapy with various ointments, effected no im- 
provement. 

Physical examination revealed sharply circum- 
scribed lesions, one on the right posterior shoulder 
at the root of the neck and beneath each breast. 
On the thighs there was a moist, macerated, vege- 
tating dermatitis. 

The hemogram and urinalysis were normal. 
Blood sugar tests were within normal limits. The 
serologic tests for syphilis were nonreactive. Re- 
peated examinations for Monilia were negative. 
On the initial visit Trichomonas vaginalis was 
demonstrated. 

Skin biopsies of the thighs on two occasions 
and beneath the breast show essentially the same 
changes. The epidermis was mildly hyperkeratotic 
and about normal in thickness. The chief findings 
were dyskeratosis and sharply limited intraepider- 
mal bullae. Lacunae were present, and acantho- 
lytic cells were found lying free in these clefts. 

On August 15 she was started on therapy with 
prednisolone. The neck lesion healed and the lesions 
under the breasts have improved. The medication 
was withdrawn, and within one week the patient 
began to flare. 


Familial Benign Chronic Pemphigus (Hailey 
and Hailey). Presented by Dr. James H. Mc- 
CREARY, 


A 36-year-old male Negro veteran, was first 
seen by me on Dec. 3, 1949. He complained of 
itching and burning accompanying a symmetrical, 
vesicular eruption of the sides of the neck, axillae, 


and groin. The eruption was recurrent over a 
five-year period, starting when he was a soldier 
in New Guinea, and usually found to be worse in 
the heat of the summer months. 

The patient appeared to be a healthy man, ex- 
cept for the dermatitis, which was characterized 
by jagged, irregular fissuring in macerated patches 
of epidermis. His skin still presents a similar 
appearance in the axillae and groin. 

A biopsy specimen from the right axilla shows 
epidermal vesiculation and dyskeratosis, compatible 
with the diagnosis of benign chronic familial 
pemphigus. A biopsy slide is presented. 

Therapy has included a series of some 20 super- 
ficial x-ray treatments; sedation; vitamins; small- 
pox vaccinations; sulfapyridine; Chlor-Trimeton; 
Terramycin; tetracycline; silver nitrate stick; 
potassium permanganate wet dressings; menthol- 
phenol paste; Aureomycin ointment; Terramycin 
ointment; Achromycin ointment; 5% ammoniated 
mercury ointment. Although each form of therapy 


seemed to be of benefit temporarily, none have 


proved to be adequate. 
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Discussion on Two Preceding Cases 


Dr. G. A. DeOreo: Of interest in the second 
case is the fact that this patient was in New 
Guinea for three years. He had no rash until ap- 
proximately 1946, after he had been taking Ata- 
brine for nearly three years. There are many 
features now to his dermatitis which resemble 
the lichenoid eruption seen following Atabrine 
treatment. Is this a coincidental finding, or the 
result of his Atabrine therapy? 


Adenoma Sebaceum with Cutaneous, Osseous, 
and Renal Change. Presented by Dr. RoLANp 
E. Lone. 


A white woman, aged 39, was first seen on July 
15, 1955. At this time she was complaining of 
“warts” on the palms and “changes” in her finger- 
nails and toenails of 8 to 10 years’ duration. The 
palmar lesions would come and go and many 
lesions had been burned off in the past. It was 
noted that there were lesions on the face, which 
the patient stated’ had been present all her life. 
The patient has* never had seizures, is mentally 
alert, and gives no family history of any similar 
disturbances. 

Examination revealed a symmetrical hyperkera- 
tosis of the palms and soles, with scattered ver- 
rucae onthe hands. There were severe dystrophic 
changes in the nails of both the hands and the 
feet. At the margins of several nails pedunculated, 
smooth, fibrous tumors were growing. Scattered 
over the face, particularly in the nasolabial area, 
are tiny, somewhat greasy tumors. These are firmly 
attached to the skin. General physical examination 
is negative. 

The hemogram was normal, and blood chemis- 
tries were within normal limits. The electro- 
encephalogram was normal. 

The lateral thoracolumbar spine showed in- 
creased bone density, predominately involving the 
pedicles of the lamina of all thoracolumbar verte- 
bral bodies. Osteoblastic lesions are also noted in 
the lumbar vertebral bodies. . 

The skull films revealed flecks of calcified de- 
posits, which are localized in the area of the lateral 
ventricles. The calcific bodies are to the right of 
the midline. There are blotchy areas of increased 
density of the skull in the calvarium. 

Retrograde pyelograms were interpreted as 
showing giant polycystic kidneys; however, later 
exploratory laparotomy revealed the kidneys to be 
involved with small fleshy tumors, diagnosed 
pathologically as angiomyolipoma. 


Discussion 
Dr. A. L. Lerpy: The lesions on the face were 
not too prominent, but they certainly show the 
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picture of what I think of as adenoma sebaceum. 
The term does not fit the condition, inasmuch as 
it is not an adenoma, and secondly, the sebaceous 
glands are really not as important as some of the 
vascular and connective tissue findings. The pa- 
tient had a hysterectomy eight years ago. She has 
had no children, though she was married for 19 
years. The hysterectomy, according to the proto- 
col, revealed cysts and tumors on the ovaries and 
the uterus probably had cysts and tumors of the 
same sort. X-rays of the skull showed calcified 
deposits. X-rays of the thoracolumbar spine 
showed increased bone density, and osteoblastic 
lesions were also noted in the lumbar vertebral 
bodies. 


Chronic Discoid Lupus Erythematosus. Pre- 


sented by Dr. ELprep B. HEIseEL, 


A 4year-old Negro girl has had an eruption 
over the cheeks since she was 3 months of age. 
The eruption began as small lesions, which grad- 
ually spread to involve most of the anterior cheeks. 
When she was about 18 months of age, the erup- 
tion spread to involve the wrists. The original 
lesions have enlarged slowly at the borders and 
tended to heal centrally. 

The child has been in good health. She has 


grown and developed normally. 


Examination revealed symmetrical, sharply 
limited, erythematous plaques, with slightly raised 
borders and centrally depressed atrophic areas, 
involving the malar areas and extensors of the 
wrists. 

The hemogram showed erythrocytes 3,800,000; 
hemoglobin 11.5 gm.; leukocytes 11,450, consisting 
of neutrophils 30%, eosinophils 1%, lymphocytes 
58%, and monocytes 11%. The urinalysis was nor- 
mal. The lupus erythematosus phenomenon was 
not demonstrable. 

Histologic examination of a section from the 
right forearm revealed hyperkeratosis, follicular 
plugging, flattening of the rete pegs, and lique- 
faction degeneration of the basal-cell layer of the 
epidermis. There was an increase in number and 
size of the subepidermal vessels, a perivascular 
round-cell infiltrate, and mild basophilic degenera- 
tion in the upper portion of the dermis. 

Therapy was started on Oct. 5, 1956, consisting 
of chloroquine, 60 mg. daily. 


Discussion 


Dr. A. E. WaLker: There was an article on the 
subject of lupus erythematosus in children by Dr. 
Clyde Cummer in the Archives of Dermatology 
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and Syphilology, Vol. 24, page 999, 1931. He found 
the first review of this subject in the literature 
was a thesis by Duplante in 1905. Then Galewsky 
studied the literature and reported in 1907. ‘Dr. 
Cummer brought the study up to date from 1907 
to 1931. He reported two cases, one in a 4-year- 
old Negro boy and the second case in a white girl, 
who was first seen at the age of 15 years, but who 
had the onset of the symptoms at 11. In going 
over the literature he made a tabulation of the 
incidence of lupus erythematosus in the first -two 
decades of life, as reported by a number of authors. 
Sequira had 143 cases of lupus erythematosus, and 
of those 143 cases there were 5 which occurred in 
the first two decades, giving a percentage of 3.5. 
Ward had 30 cases, 2 of them occurring in the 
first two decades, giving a percentage of 6.6. 
Freund had 507, with 2 in the first two decades, 
making a percentage of 0.39. Cummer culled the 
literature and found 176 cases, on which he tried 
to make some statistical tabulations. 

As to the classification of these 176 cases, there 
was insufficient data to allow classification of 20; 
there were 116 cases of discoid, and 40 cases of 
disseminate lupus erythematosus. In this series the 
ratio of female to male was approximately seven 
to three. As to the duration of lupus erythematosus 
in children, there was one case which persisted for 
42 years and another which lasted for 20 years. 

A second article of interest was that of C. H. 
McCuistion and Eugene Schoch Jr. in the Archives 
of Dermatology and Syphilology, Vol. 70, page 
782, December, 1954, who reported two cases under 
the title of “Possible Discoid Lupus Erythematosus 
in Newborn Infant,” with the subsequent develop- 
ment of acute systemic lupus erythematosus in 
the mother. This child was first seen at the age 
of 6 weeks with a typical clinical and histological 
picture of lupus erythematosus on the face. The 
child was observed and no treatment given, and at 
6 months the lesions were clear, with small a- 
trophic scars. Eleven months after delivery the 
mother was found to have disseminate lupus 
erythematosus, with a positive L. E. phenomenon. 


Porphyria Cutanea Tarda. Presented by Dr. L. L. 
PRAVER. 

Urticaria Pig Solitary Plaque. 
Gorpon GIFFoRD. 

Urticaria Pigmentosa. Presented by Dr. Rotanp E. Lone. 

Lymphangi Oceurring in P y Lym- 


Presented by 


Presented by Dr. 








phedema (Stewart-Treves Syndrome). 
Dr. Rotanp E. Lone. 
A Case for Diagnosis: Possible Nevcxanthoendothelioma. 
Presented by Dr. Rotanp E. Lone. 
Mycosis Fungoides. Presented by Dr. Etprep B. Hetser. 
A Case for Diagnosis. Presented by Dr. L. L. Praver. 
Vitiligo-Unilateral. Presented by Dr. Etprep B. HeEtset. 
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Localized Hyperhidrosis. Presented by Dr. Cart 
S. SAWYER. 


A housewife, aged 56, has been troubled with 
sweating in the right preauricular region after 
eating, and only then. It does not occur on other 
parts of the body. It began in childhood, has 
gradually increased, and is usually worse after she 
eats acid foods. She has consulted many physicians 
in the eastern United States and in Europe. 

The skin of the right preauricular area looks 
normal. Two or three minutes after she ate a 
piece of candy in the office, rather profuse sweat- 
ing was observed over an area 5 cm. in diameter 
in front of the right ear. The skin became pink 
and a little swollen. 


Discussion 


Dr. Hersert Mescon: Such cases have been 
reported, but this is the first I have seen. I don’t 
know the exact mechanism, Sweating in different 
parts of the body has been ascribed to different 
types of nerve endings, that is, general sweating 
as compared with palmar or plantar sweating. 
Work recently completed in our laboratory shows 
that both are cholinergic. To my knowledge, 
sweating of the eccrine glands other than choliner- 
gic has yet to be described, regardless of what 
parts of the body are involved. Whether these 
localized areas are exceptions is something that 
might well be investigated, either by local ionto- 
phoresis of anticholinergic medication, or even by 
systemic administration of something like atropine 
or Banthine. She says she notices the sweating 
only after acid foods, but when I asked her to 
chew a piece of gum it seemed to cause increased 
sweating. ; 

Dr. Bernarp Appet: This case of gustatory 
hyperhidrosis is uncommon but not extraordinary. 
I have seen several cases, and this one is quite 
characteristic. I don’t know why it is on the right 
side. in her case, nor why it was on the right in 
the two other cases I remember, one in a man 
and one in a woman. 

. There is a neurological explanation. The taste 
sensation of the tongue—at the posterior third, at 
any rate—is mediated through the central portion 
of the facial nerve, which ends centrally in the 
petrosal ganglion of the glossopalatine nerve. Here 
. we have. an admixture of both motor and sensory 
fibers. A neurologist pointed out that this was not 
the only instance where a ganglion through which 
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both motor and sensory fibers pass and whose 
pathways are interfered with by some systemic 
agent show an exchange of impulses, so that both 
elements of the action of the nerve can be demon- 
strated. In this case it seems quite clear that the 
pathway is one of sensory crossing over and then 
the motor expression of the localized sweating. 
I would suggest injecting the nerve with procaine, 
and, if that is temporarily effective, then to con- 
sider paralyzing it with injection of alcohol. 


Presented by 


Porphyria Cutanea Tarda. 


Dr. Cart’ S. SAWYER. 

A housewife, aged 23, is presented from the 
Rhode Island Hospital with an eruption on the 
face, neck, shoulders, and extremities, of 19 
months’ duration. During pregnancy the patient 
noted darkening of the skin of the arms and legs, 
with marked itching and scaling. Recently blisters 
have developed and after scratching they have 
healed ‘with scars. For the past four months she 
has had crampy abdominal pain, relieved by vomit- 
ing, and she has lost 25 Ib. Since pregnancy the 
patient has noted a feeling of fever, headache, 
and weakness following exposure to light. Re- 
cently her urine has been pink. 

The patient has been hospitalized twice for 
polypectomy after complaining of hoarseness. 
There has been a periodic elevation of temperature 
to 102 F. 

There is a dusky pigmentation of the skin and 
hypertrichosis of the face, arms, and legs. There 
are crusted, excoriated lesions, particularly on the 
hands, forearms, feet, and ankles, and to a lesser 
extent on the face and neck. There are three or 
four large blebs on the backs of the fingers and 
hands. 

Porphobilinogen and coproporphyrins have been 
present in the urine, but only during acute attacks. 
The fasting blood sugar was 65 mg. per 100 cc; 
blood urea nitrogen was 24 mg., albumin 3.1 and 
globulin 3.1 gm., sodium 135, and potassium 4.5 
mg.; blood cholesterol was 101, the carbon dioxide 
combining-power 25, and cephalin flocculation 1+. 
Blood cultures were sterile, and a 17-ketosteroid 
determination was normal. The hematocrit reading 
was 32.5, hemoglobin 11.3 gm., and white blood 
cell count 7600, with an essentially normal differ- 
ential count. 

Biopsy showed melanin pigmentation of the basal: 
layer. 
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Treatment has included ACTH, Thorazine, 
Banthine, Meticorten, and vitamin By, with relief 
of the abdominal discomfort. 


Porphyria (?) Cutanea Tarda. 
Dr. Cart S. SAWYER. 


Presented by 


A Portuguese housewife, aged 33, is presented 
from the Rhode Island Hospital, with an eruption 
on the face, upper part of the trunk, and extremi- 
ties, of 10 months’ duration. 

The patient has had joint pains since November, 
1955. A blistered eruption with redness appeared 
on the chest, arms, and face, in December, and 
she has had abdominal pain since February, 1956. 

There had been no previous rashes and no his- 
tory of allergy. She was treated for arthritis with 
tablets of unknown identity (barbiturates or Dap- 
risal?). At times she develops purpura. She has 
had nausea, vomiting, and diarrhea accompanied 
by severe abdominal pain, with distention at times. 

There is a blotchy, red, macular eruption with 
sharply outlined, gyrate borders. There have been 
numerous small, thin-walled vesicles containing 
fluid, particularly on the chest, shoulders, and arms. 
There is some atrophy, and healing excoriations 
are seen. 

The Hinton reaction was negative, and a com- 
plete blood count was normal. The urine showed 
4+ albumin and 30-40 red blood cells. The bleed- 
ing and clotting times were normal. Nine blood 
cultures were sterile, and one showed hemolytic 
Staphylococcus aureus. Numerous L. E. cell prepa- 
rations were negative. The fasting blood sugar 
was 89 mg., blood urea nitrogen 8 mg., albumin 
3.7 and globulin 2.9 gm. Porphobilinogen deter- 
mination was slightly positive on one occasion. 
Biopsies of skin and muscle were inconclusive. A 
needle biopsy of the liver showed no fluorescence. 
The erythrocyte sedimentation rate (corrected) 
was 36. 

Treatment has consisted of Meticorten, ACTH, 
intramuscular administration of Banthine, intra- 
venous fluids, and a stomach tube during acute 
upsets, Thorazine, and Miltown. She still has fre- 
quent recurrences. 


Discussion on Two Preceding Cases 


Dr. JosePpH GoopMAN: These patients show the 
cutanea tarda type of porphyria in conjunction with 
acute porphyria—in other words, the mixed type. 
I have looked into the treatment of porphyria as 
extensively as I could during the past few months, 
and to date have found nothing of value. If I were 
faced with the problem the first patient is faced 
with, I would also have certain psychotic mani- 
festations. There appears to be no rational ap- 
proach to the problem and nothing much to do for 
these patients except to have them avoid exposure 
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to light. Even that is generally difficult because 
the wave length of the light (which has not been 
identified precisely) which causes the reaction will 
come through window glass. In other words, it 
is not ultraviolet light. It is therefore easy to 
conclude that the usual sun-screening preparations 
do not protect these patients, and I have satisfied 
myself of that practically. I read last night in a 
case discussion in the recent ARCHIVES that an 
ointment containing beta carotene might protect 
against the light reaction. 

The pure cutanea tarda type of porphyria does 
not show porphobilinogen. Both of these patients 
do, indicating that they have the acute phase. 

Dr. WALTER C. Lositz Jr.: These cases impress 
upon my mind once more that one can have a 
mixed variety. I think we tend to think of cutanea 
tarda as being unassociated with acute abdominal 


symptoms. 


Dr. ALLEN I. SHERMAN: These two cases of 
porphyria cutanea tarda, a subtype of porphyria 
hepatica, present many of the signs and symptoms 
of chronic liver disease. The liver was palpable 
four fingerbreadths below the costal margin. Her 
menses have occurred bimonthly for the past sev- 
eral months. In the second case, many arterial 
cutaneous spiders were present on the chest. She 
has had no menses for the past six months. Both 
of these patients would benefit from the thera- 
peutic approach used in the treatment of chronic 
liver disease. 

Dr. Georce E. Morris: Porphyrins are involved 
in the anabolism of red blood cells. Liver disease 
may be associated with porphyria, but porphyria 
is not caused by liver disease. I suggest that these 
patients be given large doses of the B vitamins, 
with iron and vitamin C. 

Dr. Ettwoop C. WeIsE Sr.: I have no question 
about these cases from the standpoint of their 
laboratory work-up and their clinical diagnosis. 
However, when I saw the first patient I wondered 
why the lesions were limited entirely to areas 
which could be reached for scratching and ex- 
coriating. No lesions whatsoever were present 
elsewhere. 

Dr. ArtHuR B. Kern: The first patient has 
taught me that we probably not infrequently miss 
the diagnosis of porphyria. As the presenter men- 
tioned, this woman was seen by several of us at 
the clinic and the diagnosis of neurotic excoria- 
tions was made. The point Dr. Weise brought up 
would explain that. However, subsequently she 
showed vesicles, bullae, abdominal complaints, and 
laboratory findings which were all indicative of 
porphyria, and I think this is a fairly typical case. 
In some cases of apparent neurotic excoriations 
perhaps the correct diagnosis is porphyria. 

Dr. Cart S. SAwyer: The first patient noted the 
dusky discoloration of the skin and increased hair 
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growth after pregnancy. Subsequently she noticed 
a marked feeling of tiredness when she went into 
the sun. Then she developed a rash with bullae 
appearing mainly on the hands, sometimes on the 
face. Within the past 4 or 5 months she has be- 
gun to have lower abdominal pain intermittently. 
This was controlled only with Thorazine, Banthine, 
and various.antispasmodics. The other medications 
given did not have much influence on the derma- 
titis. She was presented because of the psychiatric 
problems as well. She has become something of 
a neurotic and at first was thought to have neu- 
rotic excoriations. Her hoarseness was thought 
possibly to be neurotic aphonia, but polyps were 
found on the vocal cords. Their removal brought 
no improvement in her speech. 

The second patient was thought at first to have 
lupus erythematosus. There is a consistent pattern 
in each one of her acute attacks. She first develops 
erythema followed by marked vesiculation, par-’ 
ticularly across the shoulders and chest. This is 
followed by nausea, vomiting, and diarrhea. Her 
abdomen becomes markedly distended and she has 
severe abdominal cramps. While she was in the 
hospital there were several surgical consultations 
on the question of intestinal obstruction. Roent- 
genograms have shown no gastrointestinal pa- 
thology, either on barium enema or gastrointestinal 
series. 

These patients have been given liver, iron, vita- 
min C, and the B vitamins, with no effect. 


A Case for Diagnosis: Vasculitis? Erythema 
Nodosum? Tuberculid (Erythema Indura- 
tum?) Presented by Dr. Bencet L. ScuHIFF. 


A man aged 36 first developed subcutaneous 
lesions of the leg in 1943 while in the Armed 
Service. The lesions then became red, tender, 
came to a head, and discharged pus. They healed 
with scarring. The patient has had similar epi- 
sodes each year since. In October, 1944, pain and 
redness developed in the left eye, and it persisted, 
with increasing loss of vision. In July, 1946, the 
eye was removed and a pathological diagnosis of 
uveitis was made. Penicillin, sulfonamides, vita- 
min D, and streptomycin had been used without 
benefit. 

Deep subcutaneous nodules are noted on both 
legs. The overlying skin is reddish and tender. 
Numerous scars of healed lesions are seen on the 
legs and thighs. 

A roentgenogram of the chest was normal, as 
was urinalysis. A‘ complete blood count was nor- 
mal except for 7% eosinophils. The erythrocyte 
sedimentation rate was 29 mm. in an hour. The 
nonprotein nitrogen was 35 mg., calcium 11 mg., 
and bleeding and clotting times were normal. The 
Mantoux test was negative. Biopsy was reported 
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gestive of erythema nodosum. 
Achromycin, 250 mg. three times a day, causes 
involution of the lesions, without scarring. 
Discussion 


Dr. WALTER C. Lositz Jr:: If we are going to 
consider the diagnosis of erythema induratum, we 
are saying the patient has a deep papulonecrotic 
tuberculid. We cannot make a diagnosis of an id 
of any kind in the absence of a delayed 48-hour 
response to the specific antigen. In other words, 
this patient will have to have a positive tuberculin 
test at 48 hours. It might be advisable, if. erythema 
induratum is to be seriously considered, to test the 
patient with old tuberculin or a stronger purified 
protein derivative concentration. 

Dr. Bencet L. ScuirF: Tuberculin tests in dilu- 
tions of 1:100,000 and 1:10,000 produced no reac- 
tion. 

Dr. Paut J. CATINELLA: I was interested in the 
variety of diagnoses presented as possibilities, be- 
cause a great deal of confusion and difficulty arises 
in. my mind in trying to differentiate clinically and 
histologically the diagnoses of vasculitis, chronic 
vasculitis, erythema nodosum, etc. Recently we 
have been presented with another diagnosis not 
yet discussed in dermatologic circles but beginning 
to appear in-discussions among the general patholo- 
gists, ahd that is allergic vasculitis. I think most 
of us consider erythema nodosum to be an allergic 
vasculitis. However, all allergic vasculitis need not 
manifest the clinical picture of erythema nodosum. 
My reason for bringing this out is that in ques- 
tioning the patient, I elicited an interesting time 
or seasonal relationship in the appearance of his 
lesions, namely, that the severest exacerbations 
occur in the spring and late summer, with spon- 
taneous remissions during the winter. Also, he 
has attacks of vasomotor rhinitis, or what I inter- 
preted as such, at the time of his exacerbations. 
The exact significance of this is something to 
consider, 

Dr. Bencet L. Scuirr: I first saw this patient 
about four years ago, and a diagnosis of erythema 
induratum occurred to me. Since then he has 
developed subcutaneous, painful nodules in both 
legs twice a year at regular intervals. Biopsy re- 
vealed a histological picture which was not con- 
sistent with erythema induratum. I am presenting 
this case as nodular vasculitis or erythema nodo- 
sum. 


A Case for Diagnosis: Leukoplakia?. (Syphi- 
litic?); Unusual Form of Keratosis? Pre- 
sented by Dr. ArtHUR B. KERN. 


A man aged 58 noted a white, thickened area 
about the left oral commissure 13 years ago. This 
has gradually spread peripherally, and at the same 
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time there has been change in the mucosa of the 
cheeks and lower lip. The right side of the lower 
lip received radium therapy for carcinoma about 
14 years ago. The patient contracted syphilis 
during World War I and was first treated about 
15 years ago, and then again about 7 years ago 
with six or seven injections of penicillin. He has 
been a cigar smoker. 

When he was first seen in 1952 there were ex- 
tensive white plaques of the mucosa of the lower 
lip and cheeks, Some eroded areas were present. 
Extending out from the left oral commissure on 
the cheek was a white, keratotic plaque. The proc- 
esses on the mucosa and skin have persisted, with 
some extension. ; 

Several biopsies of the mucosa have been re- 
ported as leukoplakia. Several biopsies of the skin 
were reported as senile keratoses, although one 
was said to be consistent with lupus erythematosus. 
Serologic tests for syphilis were very weakly posi- 
tive. The spinal fluid was normal. Fluoroscopy 
and roentgenograms of the chest showed no ab- 
normalities. 

Electrodesiccation of several infiltrated areas of 
leukoplakia has been done with improvement. The 
process about the oral commissure has not changed 
appreciably. 


Discussion 


Dr. Harvey B. ANSELL: This patient presents 
leukoplakia or hyperkeratosis of the buccal mucosa 
and tongue. In addition he has patches of atrophy 
with some slight retraction that could very well be 
due to syphilitic glossitis. He also has an eruption 
of the lips and adjacent skin which I cannot dif- 
ferentiate from chronic discoid lupus erythema- 
tosus. I shall be a bit old-fashioned and attempt 
to explain the entire picture, including that in the 
mouth, on the basis of chronic discoid lupus 
erythematosus. 

Dr. Leon BaBALIAN: I doubt that this is a real 
idiopathic leukoplakia. To me, this leukokeratosis 
of the oral cavity, invading. the corners of the 
mouth and the overlapping skin, is suggestive of 
moniliasis. 

Dr. Hersert Mescon: The biopsy I saw from 
the buccal mucosa was not leukoplakia. 

Dr. Ettwoop C. WeIse Sr.: I think the diag- 
nosis of the cutaneous lesions could have been 
settled if a therapeutic test with Aralen had been 
carried out. The cutaneous lesions are probably 
those of lupus erythematosus. I agree with the 
diagnosis of leukoplakia in the mucous membranes 
of the mouth. 

Dr. Francesco ROoNCHESE: There are definite 
features of chronic discoid lupus erythematosus, 
and I am in favor of that diagnosis. 

Dr. AtFrep HoLLAnper: I believe both clinical 
and histopathologic findings are compatible with 
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chronic discoid lupus erythematosus. Aralen or 
similar agents are of no value in this case, which 
shows a great deal of hyperkeratosis. I would 
suggest that this hyperkeratotic lesion be flattened 
surgically, which would achieve a cosmetically 
acceptable result. 

Dr. JosepH BeEcKER: In the past seven or eight 
years I have had two cases of chronic discoid 
lupus erythematosus confined entirely to the lips. 
One was treated as malignant with radium for 2 
long time without any apparent result. In both of 
these cases, after trying various medications I went 
back to the good old-fashioned form of gold and 
by gradual building up to 50 mg. cleared both 
cases. One had a recurrence about five years later, 
and after a few months of gold therapy it cleared 
up again. 

Dr. Joun ApAMs Jr.: As Aralen acts pharmaco- 
logically partly by intercepting light rays and pre- 
venting them from reaching the skin; I cannot see 
how it would do very much for lesions in the 
mouth. I agree that this is chronic discoid lupus 
erythematosus and perhaps it might be well to try 
a course of gold. 

Dr. Ettwoop C. WEISE Sr.: I feel that Plaquenil 
is in order, and if that fails I would suggest the 
administration of gold sodium thiosulfate, as did 
Dr. Becker. 


Pachyonychia Congenita. Presented by Dr. Ar- 
THUR B. KERN. 


A man aged 30 has had abnormal fingernails and 
toenails since infancy. Since childhood there have 
been thickened areas on the soles, with painful 
blisters and oozing. At times wart-like lesions 
have appeared on the hands and feet. He has used 
rubber inner soles with some benefit. 

There is marked thickening and darkening of 
the finger- and toenails, and large, thick, keratotic 
areas are present on the soles. There are discrete, 
small to large, wart-like, keratotic lesions on the 
soles and on the palmar surfaces of the fingers of 
the right hand. Vesiculation and oozing may be 
present on and about the toes and adjacent soles. 

The patient has received considerable therapy 
in the past, including iontophoresis, radiation, and 
cortisone soaks. Tar and antibiotic ointments have 
been of some value. The greatest improvement 
has followed resting the feet. 

He is presented for suggestion as to therapy. 


Discussion 


Dr. Francesco RoNncHESE: I saw this patient 
when he was about 6 years old, with fingernails 
round and thick as rods, as at present. Later he 
developed plantar keratomas, called warts in spite 
of statements to the contrary when he was drafted. 
In consequence he spent all his military life in 
hospitals. 
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Pityriasis Lichenoides et Varioliformis (Hemor- 
rhagic Type). Presented by Dr. Mauray J. 
TYE. 


A man, aged 30, a wood heel worker, was per- 
fectly well and free of all eruption prior to the 
onset of his present disorder about two months 
ago. The eruption started as small red areas scat- 
tered primarily over the trunk; recently they have 
involved the proximal portion of the upper and 
lower extremities. There have been no associated 
symptoms,.; The patient had an abscessed tooth 
extracted shortly after the onset of the eruption. 
'. Hemorrhagic papules and varioliform and scar- 
ring types of lesions, varying in size from 2 mm. 
to 1 cm. in diameter, are scattered over the entire 
trunk. 

Culture of scrapings from the lesion and from 
the biopsy specimen showed no growth. Nose and 
throat cultures yielded Staphylococcus albus, 
pneumococci, and Streptococcus, viridans type. 
Urinalyses were normal, and blood cultures showed 
no growth. Blood counts revealed 5,500,000 red 
blood cells, hemoglobin 97%, and white blood cells 
12,000 to 16,000, with polymorphonuclear leukocytes 
60, lymphocytes 34, monocytes 5, and eosinophils 
1. The Hinton reaction was negative. Non- 
protein nitrogen was 34 mg. Serologic examina- 
tions for Brucella abortus, tularemia, Haverhill 
fever, typhoid “O,” and paratyphoid A were nega- 
tive, as was the heterophile agglutination. Reac- 
tions for typhoid “H” and paratyphoid B were 
positive in dilutions of 1:80. 

Biopsy reports were as follows: 

(From the Sachs Laboratory) “The superficial 
vessels are dilated and within them are blood ele- 
ments. Within the upper cutis is edema. About 
the vessels is a focal and somewhat diffuse reac- 
tion of small round and wandering connective tis- 
sue cells. There is some evidence of hemorrhage 
about the vessels. The epidermis is somewhat flat- 
tened and the basal-cell margin partly washed out. 

“The findings are those of a toxic erythema 
multiforme reaction with purpuric changes. Such a 
picture can be on the basis of a systemic disease 
or possibly. a drug eruption.” 

(From Dr. Lambert, Hale Hospital) “Sections 
of skin lesion show the surface to be covered at 
one edge by intact several layered cornified strati- 
fied squamous epithelium. Centrally this epithelium 
although superficially intact is involved in an acute 
inflammatory process with loss of basement mem- 
brane. Slight edema, infiltration of neutrophiles, 
lymphocytes and eosinophiles, together with micro- 
scopic foci of hemorrhage. The small vessels in 
the corium are involved and surrounded by a 
similar inflammatory infiltrate... . . Consistent with 
periarteritis nodosa.” 

i: (From Armed Forces Instituté of Pathology) 
“The section shows the principal histologic features 
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to be an angiitis associated with extravasation of 
red blood cells. This over-all picture is that of a 
purpuric lesion. The exact etiology of the purpura 
is not evident histologically since this type of re- 
action is nonspecific. As you have indicated in your 
letter, the possibility of drugs must be considered; 
however, since the drug being administered was 
stopped and the lesions continued to occur, other 
possibilities must be considered from the clinical 
standpoint.” 


Discussion 


Dr. NevILLE Kirscu : I agree with the diagnosis. 
They were the typical multiform lesions with the 
variolifonm type of scarring. As for therapy, I 
would try calciferol and generalized ultraviolet 
irradiation. 

Dr. Mauray J. Tye: The patient had a brother 
who died of tuberculosis, but his chest plates 
showed no evidence of that disease. Several biop- 
sies were done to, see whether he might have a 
papulonecrotic tuberculid or embolic disease, but 
pathologic and bdcteriologic examinations failed to 
confirm either. 


Urticaria Pigmentosa. Presented by Dr. ARTHUR 
B. Kern. 


A girl aged 10 months is presented with an 
eruption of five months’ duration. Scattered over 
the trunk and extremities are small to large tan 
papules, most of which are topped by a small 
vesicle. Rubbing a lesion induces whealing. 

A skeletal x-ray series was normal. Biopsy did 
not show mast cells. 

The patient has been treated in the past with 
some pink solution, taken orally (Benadryl?) 


Discussion 


Dr. NeviLtE Kirsco: Some of the lesions had 
a yellow color, and I could not elicit the whealing 
phenomenon. I did entertain the diagnosis of 
nevoxanthoendothelioma. I suggest careful ex- 
amination to rule out systemic involvement. 

Dr. Jacos Swartz: Since the question of diag- 
nosis was brought up, I'll bring up one more, 
nevoxanthoendothelioma. 

Dr. Herpert MeEscon :. We now have seen three 
cases of urticaria pigmentosa where one biopsy 
did not demonstrate mast cells and the succeeding 
biopsies did. 

Dr. ArtHur B. Kern: I first saw this baby a 
short while ago. Unfortunately, the biopsy was 
done at a time when I did not have the fixative 
necessary to preserve the mast cells properly, and 
that may explain why none were observed in the 
section specially stained to show them. 
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Kaposi’s Sarcoma, Two and One-Half Years 
After Treatment with Cathode Rays. Pre- 
sented by Dr. Francesco RONCHESE. 


A 70-year-old jeweler, born in Italy and a 
resident of this country since 1904, developed 
lesions of Kaposi’s sarcoma on the legs, penis, and 
hands in 1949. X-ray therapy was effective in in- 
ducing involution of the tumors, but new ones 
continued to develop. The edema, pain, frequent 
hemorrhage, and difficulty in walking and standing 
made this a desperate situation, for which ampu- 
tation was considered. However, with the coopera- 
tion of the Lahey Clinic and the Massachusetts 
Institute of Technology he was treated with 
cathode rays. This was the first case of Kaposi’s 
sarcoma so treated. The result was excellent and 
has remained excellent to date. The fungating, 
bleeding masses shrank and disappeared. The pa- 
tient was able to resume his regular work. 

The patient was previously presented by Dr. 
Brecker at the meeting of the New England Der- 
matological Society in Hartford, Conn., on Oct. 
23, 1955, and is re-presented today to show the 
continued excellent result two and one-half years 
after cathode-ray treatment. The change from a 
desperate situation to a clinical cure lasting over 
two and one-half years with a relatively small 
dose, the equivalent of 1500 r, demonstrates once 
more the nonmalignity of Kaposi’s sarcoma. 


Discussion 
Dr. Joun L. FroMer: We have now treated 17 
patients with this disease with uniformly good 
results for the superficial lesions in most cases. It 
is of interest that in this series of 17, three patients 
have developed pharyngeal lesions or involvement 


of the hard palate where, of course, cathode rays 
will not penetrate. Closely shielded 2,000,000-volt 


x-ray therapy has been used, with excellent effect. 
In addition to the mucous membrane lesion, one 
patient had gastrointestinal lesions as manifested 
by rectal bleeding and verified by gastrointestinal 
studies. 

The hypertrophic cutaneous lesions of Kaposi’s 
hemorrhagic sarcoma will not respond to the usual 
doses of 1,500,000 to 2,000,000 volts of high-energy 
electrons but will respond to the use of 2,000,000- 
volt x-ray therapy, which has a sparing effect on 
the skin. 

Lymphocytoma Cutis. Presented by Dr. Fran- 
cEscO RONCHESE. 

A man aged 47 was previously presented before 
the New England Dermatological Society on Nov. 
16, 1955, as a case for diagnosis, with a question 
of lymphocytoma cutis (benign) or lymphosarcoma 
(malignant). Since that time a few other nodules 
appeared around the involved area. An additional 
1200 r of radiation was administered, with involu- 
tion of lesions as before. The patient is in good 
general health, 


Seleroderma. Presented by Dr. Matcorm WINKLER. 

Persistent Urachal Fistula. Presented by Dr. ArtHuR B. 
Kern. 

K is Folliculari 
RoNcHESE. 

Syphilitie Glossitis and Pharyngitis. Presented by Dr. 
Cart S. SawveEr. 

Keratosis Follicularis. 
CoHEN. 

Chronie Diseoid Vitiligoid Lupus Erythematosus. Pre- 
sented by Dr. Francesco RoncHEsE. 

Urticaria Pigmentosa. Presented by Dr. 
WINKLER. 

Dermatitis Herpetiformis (Resistant 
Presented by Dr. Wiit1aMm B. Conen. 

Lichen Selerosus et Atrophicus. Presented by Dr. BENCEL 
L. Scuirr. 

Dermatitis Herpetiformis. Presented by Dr. MALcoLm 
WINKLER. ; 


ee of Unusual Type. Presented by Dr. Artuur B. 
ERN. 
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Granuloma of Axilla (Zirconium?) from Deo- 
dorant Stick. Presented by Dr. Franx E. Cor- 
mia for Dr. Epwarp WorTHINGTON. 

Duration: 9 months. 


Granuloma of Axilla (Zirconium?) from Deo- 
dorant Stick. Presented by Dr. Franx E. Cor- 
MIA, 

Duration: Six months. 
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Granuloma (Zirconium?) from Deodorant Stick. 
Presented by Dr. CHARLES SHEARD Jr. 
Duration: Five months, 


Discussion on- Three Preceding Cases 


Dr. Vicror H. Witten: It may be interesting 
if the presenters would tell us something about 
the physical characteristics of zirconium. I was 
under the impression that its form was not unlike 
that of silica. I how understand that the substance 
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in question is in solution. Is it a large molecule? 

Dr. ArtHUR B. Hyman: The histological re- 
sponse which was described as similar to lupus 
vulgaris would not be so interpreted by most pa- 
thologists. I do not know how many epithelioid 
cells one needs for a lupus vulgaris reaction, but 
here they were insufficient even to simulate lupus 
vulgaris. It may, however, be described as a 
granulomatous response. The nature of the erup- 
tion is not such that it could be regarded as an 
allergic eczematous contact-type dermatitis. The 
granulomatous response itself may, of course, be 
of an immune allergic nature, but it is difficult to 
conceive that the application of the stick in the 
way that a deodorant stick is usually applied would 
result in the introduction of materials so deeply 
into tissues. 

The pathogenesis of this condition is still, to my 
mind, not clear. Until there is evidence by spectro- 
scopic methods of the actual deposit of zirconium 
in the tissues, I think that further investigation 
should be carried out. 

Moreover, sodium zirconium lactate is soluble 
and as such is most unlikely to produce the changes 
seen in beryllium or silica granuloma. 

Dr. Cart T. Netson: Did I understand you, Dr. 
Hyman, to say it might be an allergic reaction? 

Dr. ArtHuR B. HyMAn: A granulomatous re- 
sponse itself may often be of an immune-allergic 
nature. The response to tuberculosis is an example 
of such an allergic response. This is in contrast 
to the response to contact allergens, where the 
main histologically visible change is in the epi- 
dermis. 

Dr. ALEXANDER A. FISHER: I imagine that the 
zirconium could get in if the patient shaved and 
then applied the deodorant stick. There might be 
some minute abrasions from the shaving, and these 
openings could be the portal entry for the zir- 
conium. 

As far as therapy is concerned, I wonder if local 
injections of hydrocortisone have been used. I 
reported a case of beryllium granuloma that cleared 
under such treatment. Several surgeons said that 
only surgical intervention would cure the beryllium 
granuloma. However, local application of hydro- 
cortisone resulted in a cure. If zirconium granu- 
loma has the same mechanism of formation as 
beryllium granuloma, it might be well to try local 
hydrocortisone therapy. 

Dr. CHarLES WoLF: I want to ask a question. 
When the biochemists or other .authorities get up 
to enlighten us, would they tell us what is the 
action of zirconium in dermatological conditions. 
It was discovered as an agent to shorten the at- 
tack of poison ivy dermatitis, and now it seems 
it is being used for other. conditions. 

Dr. Maser G. Sitverserc: I think it is inter- 
esting that this type of lesion has not been reported 
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in connection with the treatment of poison ivy 
dermatitis with zirconium, because one might 
imagine that it would be easier for the chemical 
to enter the skin in a case of dermatitis than when 
no dermatitis exists. It seems that some other 
factor than the zirconium entering the skin must 
be at work. © 

Dr Kate F. MILter: Have any cases been re- 
ported on this condition using zirconium in solu- 
tion? You must remember this is a solid. 

Dr. Eucene T. BERNSTEIN: May I ask one ques- 
tion? Can a distinction be drawn between the ac- 
tive zirconium and the stick in which the zirconium 
is incorporated? It may be the stick, minus the 
zirconium, which is the eliciting cause. 

Dr. CHARLES SHEARD Jr.: The lady received 
x-ray treatment without much benefit. Following 
Dr. Cormia’s treatment, COz snow helped. I tried 
some on the right armpit. It seemed to benefit her. 

I had a great deal to do with zirconium in 
poison ivy. preparations. As far as I know, the 
company who originated it uses either hydrous 
zirconium oxide or’carbonate 0.5% in an ointment, 
with the pH around 7 or 7.2, and there are, Dr. 
Kalish tells me, insoluble zirconium salts that do 
not penetrate the epidermis to any great degree. 
Their function is to greatly absorb the toxic 
chemical, the ivy oleoresins. 

It is interesting that the use of zirconium as a 
deodorant was discovered by accident in the Ti- 
tanium Alloys Division of The National Lead 
Company plant in Niagara Falls. A man packing 
it, who was notorious for body odor, suddenly 
began to smell sweet. So they ran tests using 
products on volunteers, and came up with the idea 
that it did effectively combat body odor. The 
present stick deodorant consists of 70% alcohol, 
10% water or glycerin, another 7% stearic acid 
soap, in addition to which are added small amounts 
of perfume and usually hexachlorophene, and the 
balance is made up with about 6.5% to 8% of 
sodium zirconium lactate, which is purchased either 
from ‘Titanium Alloys: Division or a firm in New 
Jersey known as Titanium-Zirconium Company, 
which supplies a 40% zirconium solution, sodium 
zirconium lactate, which is the soluble salt. There- 
fore the zirconium used in the treatment of poison 
ivy dermatitis is different from the zirconium used 
in stick deodorants. In my capacity as adviser to 
the firm that markets the insoluble zirconium 
products, I have never had a case of anything like 
this. Its use is possibly not too scientific, but it 
is still relatively harmless. At any rate, the stick, 
as I mentioned, contains a soluble zirconium salt. 
Perhaps Dr. Cormia might have more to say about 
that. We are not absolutely certain it is from 
zirconium. We counted on having a spectroscopic 
examination on tissue. Unfortunately, because of 
illness on the part of the chemist, we were not 
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able to get it, but we should have it in a few days. 
I believe it is the soluble zirconium that is at fault 
here, but I believe the insoluble zirconium in most 
cases is nontoxic and perfectly safe. 

[The spectroscopic examination failed to disclose 
sodium zirconium lactate in concentrations above 
1/3,000 of 1%.] 

Dr. FraAnK E. Cormia: My patient was sent to 
me last May. Initially I could not make a diag- 
nosis. I treated him with local astringents, a little 
hydrocortisone topically, and a course of seven 
x-ray treatments, but with no results. A biopsy 
was performed, and Dr. Wilbert Sachs reported 
lupus vulgaris type of reaction. As has been 
pointed out, the pathologic findings, while charac- 
terized by epithelioid. cells, some giant cells, and 
a good many lymphocytes, are not at all character- 
istic of lupus vulgaris or sarcoid, and the clinical 
appearance did not suggest a tuberculous process. 
I was puzzled and presented the case at the derma- 
tology conference at the New York Hospital. Dr. 
Sheard pointed out the possible relationship to zir- 
conium. He subsequently recognized the second 
case in this area. 

In the deodorant sticks, the only substance that 
we could find which we were not familiar with 
was this zirconium preparation, so we more or 
less assumed that this might be the etiologic agent. 
Yet how does it penetrate the skin? In my case 
serial sections of an entire granuloma were done. 
One dilated sweat duct was found. As you know, 
that could occur as the result of the granulomatous 
process. There was no relationship of the hair 
follicle and apocrine glands, 

The Chicago group, who, as you know, have 
reported briefly four similar cases in the Journal 
of the American Medical Association, postulated 
that possibly abrasion might allow the zirconium 
to penetrate into the dermis. It would seem a little 
difficult to understand how a person could get 40-50 
of these granulomas, get 40-50 abrasions from 
shaving. Furthermore, in the present series the 
women did shave the axillae, but the men did not. 
It is possible that the pressure exerted on applica- 
tion of the stick may force the material through 
the openings of the hair follicles or sweat ducts. 

Dr. Kalish has told me that there are several 
deodorants which contain zirconium. I will men- 
tion a few of them. “Fresh” is the one that has 
been implicated in our three cases and in the four 
Chicago cases. “Five Day” deodorant stick and 
“Stopette” stick also contain zirconium, as do 
Macy’s spray and “Arrid” spray. As Dr. Sheard 
has pointed. out, there has been no reaction from 
these sprays. 

Dr. JosepH KatisH: Reasons for the antiper- 
spirant action of certain compounds are not well 
understood, and Shelley has denied that aluminum 

compounds are antiperspirants, but there may be a 
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relationship between this action and the ability to 
coagulate protein. Sodium zirconium lactate may 
act as a deodorant by precipitating and absorbing 
the components of sweat that are responsible for 
odor. At acid pH values it has been reported to 
be a protein precipitant or astringent, but in alcohol 
soap stick preparations the pH is on the alkaline 
side and the zirconium compound does not react 
with proteins. The zirconium “antiperspirant” 
sticks under consideration are most likely of the 
same composition as those not containing zirconium 
compounds, These latter occasionally will cause 
irritation, but not of the same type described this 
evening. 

I want to emphasize the point that there is a 
substantial difference between the preparations used 
in .treating poison ivy dermatitis and those for 
use as antiperspirants. The poison ivy preparation 
consists of a cream containing an insoluble zircon- 
ium salt; the deodorant stick contains a water- 
soluble zirconium salt. 

Dr. Cart T. Netson: Dr. Kalish, there was one 
question raised regarding other metallic contami- 
nants, the possibility of beryllium. 

Dr. JosepH KatisH: Beryllium is not in the 
same periodic group as zirconium, and the pres- 
ence of the lighter element must be confirmed in 
both the product and in the skin before it can be 
implicated. Hafnium, closely related to zirconium, 
is present as a contaminant, but nothing has been 
reported about its physiologic activity. Extensive 
topical toxicity studies were made with zirconium 
compounds, a 15% solution being applied for 30 
days to abraded and intact rabbit skin without irri- 
tation. These granulomas are a completely un- 
expected development. 


Dermatitis Venenata Due to Ragweed Pollen. 
Presented by Dr. OrLtanpo Canizares for Dr. 
Emiio TRILLA. 

Duration: 11 years. 
Sites: 
neck. 


History: A 44-year-old boilermaker helper, has 
had an annually recurring, generalized, pruritic 
eruption in the late summer or early fall, lasting 
approximately two months, In 1954, while he was 
hospitalized for a hepatoma, no recurrence was 
observed.. Recommended program of desensitization 
was not carried out by patient. 

Examination: There was noted a diffuse, erythem- 
atous, exudative, ill-defined eruption about the 
extremities, more pronounced over the flexural 
areas of the knees and elbows, along with edema 
of eyelids, and erythema, oozing, and scaling over 
the face and anterior chest. 

Laboratory data: All intradermal tests were 
negative except for a 2+ reaction to dust and 
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ragweed. Patch test to ragweed oleoresin was 
markedly positive. 


Dermatitis -Venenata Due to Ragweed Pollen. 
Presented by Dr. Ortanpo CANizarES for Dr. 
Emivio TRILLA. 


Discussion on Two Preceding Cases 


Dr. ALEXANDER A. FisHER: I think a better 
title would be “Ragweed Oleoresin Dermatitis.” 
This is to emphasize that the ragweed dermatitis 
is due to the oil or oleoresin fraction. When we 
speak about the pollen fraction, we usually em- 
phasize the protein portion, which causes hay 
fever and asthma. Thus the same ~lant causes two 
separate diseases depending on whether the patient 
is sensitive to the protein or to the oil fraction. 
It is too bad that the patients did not follow the 
treatment that was outlined. As you can see, these 
patients are not clearing spontaneously but are 
getting worse each year. We have followed pa- 
tients who have had ragweed dermatitis for over 
25 years. Spontaneous desensitization does not 
seem to occur. 

We have used the oral method of oleoresin de- 
sensitization with good results. If the method of 
treatment is carefully outlined, the patient need 
only return every three or four months for check- 
ups. It is only in weed dermatitis that desensitiza- 
tion seems to work. In other types of contact der- 
matitis desensitization usually fails. 

Dr. Cart T. Netson: Dr. Fisher, did I under- 
stand you to make the point that the pollen does 
not contain oleoresin? 

Dr. ALEXANDER A. FisHER: The entire ragweed 
plant, including the pollen, contains the oleoresin. 
Actual contact with the plant is not necessary to 
produce ragweed dermatitis since there is sufficient 
oleoresin clinging to air-borne pollen to cause rag- 
weed dermatitis in sensitive patients. However,. I 
wish to emphasize that the pollen, in addition, con- 
tains the protein water-soluble fraction which is 
the cause of asthma and hay fever. — 

Dr. Cart T. Necson: And do I also understand 
that you obtain. better desensitization with this 
oleoresin by mouth than you would for example, 
with Rhus oleoresin in ivy poisoning? . 

Dr. ALEXANDER A. FisHER: We use the Shel- 
mire method of oral desensitization and we have 
followed cases of ragweed dermatitis now for 
about 10 years. The results are good. We have 
also instituted this treatment in- poison ivy derma- 
titis, but the follow-up is too ¢hort for me to say 
that the results are as good as it is in ragweed 
dermatitis. 

Dr. Vicror H. Wirren: I am-sure that all here 
are now familiar with aqua ivy, which Strauss 
and the late Dr. Spain developed. It is an alum 
precipitate of a pyridine extract of poison ivy oleo- 
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resin suspended in saline solution which is given 
by subcutaneous injection without any reactions 
of consequence and with favorable results. There 
is a recent report by Gaillard in the New York 
State Journal of Medicine (56:2255, 1956) on the 
effectiveness of this preparation in the prophylactic 
management of poison ivy dermatitis. Miss Strauss 
informed me recently that she also has available 
an extract or ragweed oleoresin prepared in the 
same manner. 

Dr. ABRAHAM J. OrFuss: I recall the protocol 
specifically mentions that the patch tests were 
negative to pollen and positive to oleoresin. This 
would bear out the remarks that Dr. Fisher has 
made. Am I right about that? : 

Dr. CHARLES SHEARD Jr.: Is there any infor- 
mation to indicate that normal persons or people 
with hay fever get a positive patch test to ragweed 
oleoresin? 

Dr. ALEXANDER A. FISHER: Normal persons or 
persons with hay fever do not have a positive 
patch test to ragweed oleoresin unless they are 
sensitive to the oleoresin. A strongly positive patch 
test to oleoresin usually means that the patient has 
clinical ragweed dermatitis, and many of these 
ragweed dermatitis cases show a cross reaction on 
patch testing with pyrethrum. 

We have recently studied 18 cases of ragweed 
dermatitis." In only one was there a coincidental 
ragweed hay fever. We do not consider patients 
with ragweed dermatitis as being atopic. Rarely 
do atopic individuals get ragweed dermatitis, and 
when ragweed hay fever and ragweed dermatitis 
occur in the same individual it is probably pure 
coincidence. 

Dr, ORLANDO CANIZARES: I agree entirely with 
the remarks made by Dr. Fisher, and maybe we 
should have been a little clearer in the title. The 
cases had the positive tests to oleoresin, and we 
did try to desensitize them, but unfortunately the 
patients did not cooperate. It is interesting to 
notice that some of these cases sometimes, after 
several successive attacks, have a generalized erup- 
tion which is perennial. The eruption may be ag- 
gravated in fall, but persists through the winter 
and summer. 


Discoid Lupus Erythematosus. Presented by 
Dr. Douctas P. Torre for Dr. WitttAM AN- 


DERSON. 


Duration: One year. 

_ Sites: Cheeks, eyelids, upper lip, chin. 

History: A 7-year-old white girl had onset of a 
progressive eruption beginning beneath the left eye 
in October, 1955. The lesions have involved the 
cheeks and other portions of the face since onset. 

Examination: There -are discrete, oval to round, 
telangiectatic, scaling, atrophic plaques over both 
symptomatic areas, extending onto the lower eye- 
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lids. Similar smaller lesions are present on the 
chin and upper lip. 

Laboratory data: Urinalysis—negative. Hemo- 
globin—12.5 gm.; WBC 8100; lymphocytes 40; 
mononuclears 2; eosinophils 2; basophils 1; poly- 
morphonuclears 55. Smears shows marked toxic 
granules. 

Course: On June 29, 1956, treatment with 
chloroquine, 125 mg. twice daily, was begun. In 
addition the patient has used a sun-cream ointment 
topically and has been advised to avoid direct sun 
exposure. 

There has been progressive improvement on this 
program, and at her most recent clinic visit only 
residual atrophy and pigmentation were evident. 
The dose of chloroquine has been reduced to 125 
mg. daily. 


Discussion 


Dr. ArtHur B. HyMAn: I don’t think a biopsy 
was done here; at least I don’t remember the re- 
port on the biopsy specimen taken from the tissue 
of the face. Is there one there, Mr. Chairman? 

CHAIRMAN NEtson: There was no biopsy on 
the protocol. 

Dr. ArtHuR B. Hyman: On purely clinical 
grounds, this is a case of lichen planus. The lesions 
are sharply outlined, and have a fine border made 
up of pinpoint papules. The color is that of lichen 
planus. The age, I suppose, is also against lupus 
erythematosus. .The atrophy was ‘in no way as- 
sociated with dilated patulous follicles, Unless we 
have very strong histologic evidence this is lupus 
erythematosus, on purely clinical grounds: most of 
us would agree this is lichen planus. 

Dr. Davin Btoom: On clinical grounds I would 
diagnose the case as that of lupus erythematosus. 
In children only this superficial erythematous form 
is seen which may fade and recur. The brownish 
discoloration in this patient is the end-result of 
the eruption. 

Dr. Eucene T. Bernstetn: I think that this is 
lupus erythematosus of the discoid form, for the 
simple reason I have yet to see a child exhibiting 
lichen papules on symmetrical parts of the face 
in typical butterfly distribution. The pigmentation 
is the usual symptom of ‘subsidence of every 
erythematous infiltration because the subsidence and 
recession are accompanied mostly by pigmentation, 
be it lichen planus or lupus erythematosus. I per- 
sonally, had the impression that there was a follic- 
ular plugging, and altogether it appeared to me a 
clear-cut picture of lupus erythematosus. I don’t 
say it in order to be controversial. That is just 
my impression. 

Dr. Georce M. Lewis: I cannot recall any in- 
stances where lesions of lichen planus were local- 
is not important in the differential diagnosis of 
ized in this particular area. Distribution of lesions 
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some diseases, but in lichen planus the- involved 
sites rarely deviate from the well-known pattern. 

Dr. CHartEs WotF: To make a diagnosis where 
there is no activity is at least difficult. A diagnosis 
can be made on this lesion, but you cannot prove 
anything tonight. You only see pigmentation. 
What it was in its original state, in its inchoate 
state, is for us to conjecture. I believe this child 
might have had lichen planus, but there aré no 
other manifestations of lichen planus elsewhere. 
Lupus erythematosus it might have been, but no 
evidence exists for such a diagnosis. If the pre- 
senter saw this case in its early stages, we have 
to take his word for the diagnosis that he made 
at the first examination, but tonight I challenge 
anybody to make a definite diagnosis of any par- 
ticular disease. You can only conjecture what it 
was. 

Dr. Cart T. NeEtson: Your point is, it is all 
right to talk about it, but we must have some faith 
in the presenter. 

Dr. Frank E. Cormia: Dr. Hyman almost 
forces us into the position that we have to perform 
a biopsy. Unfortunately, the mother of the patient 
refuses to be coerced, so we have to rely on our 
clinical judgment. I agree it is extremely difficult 
to make a diagnosis at this time but I personally 
would advise this patient to stay out of the sun 
and probably would prescribe small doses of one 
of the antimalarial drugs. 

Dr. Howarp T. BeHrMAn: I think there are 
points in favor of both, although I admit I was 
influenced by what I thought was an annular mar- 
gin of the lesion under the right eyelid. In view 
of the fact that the mother will not permit the 
performance of a biopsy, therapy might give a 
partial answer. Actually, the patient has been 
treated with antimalarial drugs. You would not 
expect as dramatic improvement if it is lichen 
planus as you would expect with lupus erythema- 
tosus. I think the presenter should present. the 
case again after continuing the therapy. 

Dr. Paut Gross: Regarding the use of anti- 
malarial drugs in lichen planus, I used chloroquine 
on one patient with a generalized eruption which 
had resisted all other therapy. The result . was 
dramatic; itching stopped, and the eruption cleared 
up within six weeks. Regarding the lupus erythem- 
atosus in this patient, we have to accept the 
diagnosisi‘of thexpresenter, on clinical grounds and 
therapeutic response. I would prefer to label this 
case as one of juvenile lupus erythematosus, and 
would remember that some of these juvenile cases 
are more prone to go into systemic lupus than the 
regular cases of discoid lupus erythematosus. 

Dr. CHarLes S. Mitrer: I dare say that with a 
biopsy at this stage of the inflammatory process, 
one would have a great deal of trouble distinguish- 
ing between lupus erythematosus and lichen ‘planus. 


907 


I would expect to find a thin epidermis, a washing 
out of the basal cell zone, some inflammatory 
action in the subepidermic zone and about the blood 
vessels. It would be difficult to differentiate be- 
tween the two. I believe you still ought to de- 
pend upon the clinical diagnosis first made. I 
agree with those who suspect a lupus erythema- 
tosus. 

Dr. Doucras P. Torre: I should like to thank 
the discussers. Previous to therapy with~- anti- 
malarial drugs, the eruption was not at all sug- 
gestive to us of lichen planus. We will follow this 
child, however, and if the mother ever permits will 
perform a biopsy. 


Kaposi’s Hemorrhagic Sarcoma. Presented by 
Dr. ANTHONY CrpoLtLARO for Dr. MILTON 
RetscH. (Previously presented October, 1955.) 


Duration: Three years. 

Site: lower abdomen. 

History: An 18-year-old white youth, of Italian 
parentage, developed an ecchymotic lesion across 
lower abdomen three years ago. The lesion grew 
rapidly for six months and has remained stationary 
since. There is occasional itching associated with 
lesion. 

Examination: Over the lower abdomen extending 
from umbilicus to symphysis pubis and laterally 
to iliac crests, there was’a purplish-red lesion 
whose surface was papillomatous. There appeared 
to be marked increase of lanugo hairs in the area. 
There was an associated marked hyperhidrosis. 
Beads of sweat were visible to the naked eye. 

Sept. 28, 1956:. The lesion is still present over 
the lower abdomen. The infiltrate is not evident 
to palpation. The papillomatous areas are more 
marked over the left lateral aspect and suprapublic 
area. Hyperhidrosis has diminished and lanugo 
hairs are not as prominent. 

' Laboratory data: Mazzini test—negative 

Biopsy: Two biopsies were performed. There is 
some hyperkeratosis and acanthosis. The upper 
cutis is edematous and pale-staining, with numer- 
ous newly formed blood vessels and increased cel- 
lular formation (endothelial cells) surrounding the 
vessels, 

Perls’ stain—positive, large brown deposits 
(hemosiderin). The slide was examined by Dr. 
Arthur Purdy Stout, who felt that the biopsy 
specimen was not that of hemangiopericytoma. 

Course: The patient was given x-radiation June 
16, 1955, to July 19, 1955. The lesion was divided 
into two areas. Each area received a total of 600 r 
(100 r was given weekly for six treatments). 
Factors 100 kv., 5 ma. TSD 30 cm. filter 3 mm. 
AL. HVL 3.6 mm. No further radiation has been 
given. 

As result of the therapy, there has been a de- 
crease in the thickness of the lesion with associated 
decrease in sweating. 


908 


A. M. A. ARCHIVES OF DERMATOLOGY 


Discussion 


Dr. Davin Bioom: I remember well this patient 
when he was first presented. The eruption has 
responded remarkably well to the treatment. 

Dr. Doucras P. Torre: One of the interesting 
aspects of this case is the persistence of sweating 
after x-ray therapy. We noted that before treat- 
ment, when the lesion was tumorous and violaceous, 
there was excess perspiration. This is even more 
marked now. The rest of the skin is dry. 

Dr. ANTHONY CrpoLLARo: The reason for re- 
presenting this case was to show the marked in- 
volution that has taken place in this area during 
the past year. We are still not certain that we are 
dealing with Kaposi’s hemorrhagic sarcoma. All 
of the evidence indicates that that is the correct 
diagnosis. If it is not, we don’t know what it is. 
It certainly showed marked improvement following 
the comparatively small doses of irradiation. The 
perspiration has persisted but is now diminished, 
and the lanugo hair in this area made some of us 
think we were dealing with a nevoid condition 
rather than with Kaposi’s sarcoma. I believe this 
to be an unusual manifestation of Kaposi’s sar- 
coma, 


Morphea. Presented by Dr. JoHNn DovucGHerty. 

(Re-presented to show resolution.) 

Duration: Four years. Site: Posterior thorax. 

History: A 15-year-old white girl in the summer 
of 1952 developed asymptomatic patch in the right 
interscapular area after a sunburn. 

During the next nine months three additional 
plaques appeared in the lower posterior thoracic 
region. Her general health has remained good. 

Examination: The patches were originally firm, 
waxy, sharply outlined and grayish-brown in color, 
with faint peripheral telangiectasis. The lesions 
have resolved, leaving slightly pigmented area with 
irregular margins. 

Laboratory data: Urine—negative; Wassermann 
—negative 

Biopsy: The epithelium shows moderate hyper- 
keratosis and parakeratosis. The rete pegs have 
been flattened to some degree by pressure from 
below, but the basal border is intact. Considerable 
variation in staining is noted in the collagen. The 
cutis is very edematous with strands of collagen 
separated widely. There is patchy perivascular in- 
flammation throughout the near and deep cutis 
which extends to and through the fat. The vessels 
seem scanty in number, and the lumen is narrow 
though normal. The elastic tissue appears frag- 
mented. 


‘Diagnosis: Scleroderma, early. 
Course: Benadryl 50 mg. b.i.d. for seven 
months; Artone 1.5 mg. q.i.d. for six months; 
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2.5% hydrocortisone ointment was then used for 
one year. The lesions slowly resolved, and dis- 
appeared four years after their onset. 


Discussion 


Dr. OrLANDO CANIZARES: To me this is a very 
interesting case. I presented a similar patient at 
the Manhattan Dermatological Society a few 
years ago, and this type of case is different from 
the ordinary morphea. This belongs to a group 
of cases that were described in Italy by Pasini, 
under the name of atrofodermia idiopatica pro- 
gressiva. A series of cases were studied by Dr. 
Pierini in Argentina. Some of the cases reported 
looked exactly like this patient. They have the 
cut-out, depressed violaceous patches that usually 
are soft, and you can even see sometimes the blood 
vessels coursing right through, and some of them, 
in some cases, will develop patches of hardening 
which could be called morphea and sometimes even 
resemble lichen sclerdsus et atrophicans. This 
should be stressed in the record because it is a 
very interesting entity that unfortunately we know 
little about. Dr. Borda from Argentina has worked 
with Dr. Pierini and has reported several cases. I 
should like to ask the Chairman to authorize Dr. 
Borda to say a few words about those cases. 

Dr. Cart T. Netson: By all means, Dr. Borda. 

Dr. Jutio Borpa, Buenos Aires, Argentina: This 
condition was described in Italy by Pasini, and 
afterwards in Argentina by Pierini. The char- 
acteristics are as follows: The whole lesion is 
depressed from the skin surface; sometimes the 


patient may have several patches in an irregular 
pattern, with the lesions cut out. There is a dark- 
ening of the skin, and sometimes you can even see 
the deeper vessels. In some cases there is just 
atrophy of the skin, as the sequelae or end-result 
of true morphea. There are, therefore, two types 
of this condition. Some are truly idiopathic, with 
no history or clinical evidence or histological evi- 
dence of morphea. In others, it is the result of the 
morphea, as in the case of this patient. 

Dr. Oswatpo Costa, Belo Horizonte, Brazil: I 
agree with the diagnosis of progressive atropho- 
derma (Pasini). 

Dr. Eucene T. Bernstern: I want to ask these 
distinguished guests a question. I thought I saw a 
lilac ring. There was a bluish streak around the 
lesion on the girl’s back. This is one of the 
symptoms characteristic of morphea. 

Dr. Cart T. Netson: Dr. Torre, you will have 
to answer the question in the absence of Dr. 
Dougherty. Dr. Bernstein saw a lilac ring. 

Dr. Doucras P. Torre: I did not see a lilac 
ring. 

Vitiligo (Leukoderma). 

GRAHAM. 


Presented by Dr. Tuomas N. 

Lupus Erythematosus, Acute Disseminated. Presented by 
Dr. ALtEx W. Youne Jr. 

Case for Diagnosis: T: tie Purpura from Bandaging? 
Drug Eruption? Presented by Dr. Douctas P. Torre. 

1. Postherpetic Neuralgia. 2. Juxta-Articular Nodes. Pre- 
sented by Dr. Joun W. DouGuenrty. 

Necrobiosis Lipoidiea. Presented by 
Lewis for Dr. Em1tio TRILLA. 





Dr. Gerorce M. 


Darier’s Disease. Presented by Dr. CHARLES SHEARD Jr. 


NEW YORK ACADEMY OF MEDICINE, SECTION ON DERMATOLOGY AND SYPHILOLOGY 
Nov. 7, 1956 


Pemphigus. Presented by Dr. L. LowENsTEIN. 


History: A 60-year-old white woman was first 
seen at the Skin and Cancer Clinic on Oct. 29, 
1956. 

The patient states that in April, 1956, she broke 
out in blisters on the nose and upper back. One 
month later she noted a small lesion on the scalp 
which was on top of a sebaceous cyst of long dura- 
tion. There was a small nevus on the left cheek 
which had been present since birth. Biopsy of 
this lesion and microscopic examination confirmed 
the clinical diagnosis of nevus. 

On the dorsum of the nose and adjacent regions 
of both cheeks, right more than left, there is a 
circumscribed, erythematous, sharply outlined, ooz- 
ing lesion topped by crust formation. At the 
hairline there is a quarter-sized, crusted bullous 
lesion. The lower lip shows an insignificant slight 
erosion. On the left parietal area of the scalp 
there is a silver-dollar-sized heavily crusted lesion 
on top of a “sebaceous cyst.” There are a few 
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small erythematous, crusted, elevated areas on the 
upper back. On the mucous membrane of the left 
buccal upper jaw gingival border and on the right 
inner lower jaw gingival border there is an ulcera- 
tion with an adherent purulent base, previously 
bullous. 

Urinalysis, complete blood count, and sedimenta- 
tion rate were all within normal limits. Nikolsky 
was negative. After the use of Scotch tape on the 
right cheek, there was a bullous response. 


Three biopsy specimens were taken on Oct. 29, 
1956: A, from the back; B, from the nose, and 
C, from the left cheek. Microscopic examination 
revealed the following: 


A. Section shows a fairly normal epidermis 
with a scale that is laminated. In addition to areas 
of parakeratosis there are masses of cellular debris. 
There is a large bulla that is intraepidermal, and 
in addition to the fluid it contains masses of epi- 
dermal cells. There is a moderate dense round-cell 
exudate in the upper corium. 
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Diagfiosis : Intraepidermal bullae—probably pem- 
phigus. 

B. Section shows intraepidermal bulla. 

C. Section shows masses of nevus cells. Under 
these there is a diffuse infiltration of nevus cells. 
Diagnosis: nevus. 

Prior to admission to the Skin and Cancer 
Clinic the patient was treated by a private physi- 
cian. She received the following medications: 
Meticorten, 5 mg. every four hours (not more than 
4 a day), Oct. 10, 1956; ACTH, zinc, 40 units; 
Pro-Banthine before meals; Amphojel after meals. 
Oct. 23, 1956, Meticorten 10 mg. a day; ACTH, 
zinc, 40 units. 


Pemphigus Vulgaris. Presented by Dr. SAMUEL 
Frank (Service of: Dr. JESSE A. TOLMACH). 


Location of disease at present: Nose. 

Duration: Two and a half years. 

Past history: The patient, a woman aged 59, 
had a mouth lesion about two and a half years 
ago, and recurrent sores of the mouth. In 
August, 1955, a “wart” appeared on the nose, 
which spread, and other lesions appeared, leaving 
crusted surface. The lesions would clear spon- 
taneously and recur. She was seen by a dermatol- 
ogist at this time, who felt that the mouth lesions 
could be of herpatic origin. She was placed on a 
low-iodine diet, with vitamins B and C, and with 
ointment containing hydrocortisone and Achromy- 
cin used on the nose. She also received three 
treatments of x-ray, 75 r, each, to the nose.. Spec- 
trocin ointment was also given. 

The patient was first seen at the Skin Clinic 
of University Hospital in April, 1956. She pre- 
sented several erythematous macular patches on 
posterior palate, covered with a white membrane, 
two erythematous scaly crusted lesions on right 
shoulder, a lesion on back, a crusted erythematous 
patch on right cheek, and oozing erythematous de- 
nuded pustular lesion on nose. 

Patient stated that she took various oral medica- 
ments including “4 way tablets,” cold tablets, and 
Halabar. Patient received from her private doctor, 
prednisolone (Sterane), 5 mg. four times a day. 
This was increased to 8 tablets a day, then 
slowly reduced ultimately to % tablet a day. She 
also received 40 to 60 units of ACTH gel weekly. 
With this therapy there was improvement (disap- 
pearance) of trunk and mouth lesions with no 
change in nose lesion. Her doctor also gave her 
25 mg. of testosterone and 50,000 units of estrogen 
three times a week for two weeks, then at weekly 
intervals with no response. A course of Carbar- 
sone, 1 tablet twice daily, concurrently with the 


Sterane for 10 days was given, with no response. — 
Recent topical medicaments have been boric acid — 


compresses and Neocortef ointment. 
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October, 1956: In view of the persistence of the 
nose lesion another biopsy was done. This proved 
to be pemphigus. Urine examination was negative. 

May, 1956: Biopsy of lesion on back—pemphigus. 
Description: In one area there are papillary pro- 
jections covered by the lower layers of the epi- 
dermis. In this particular area the blood vessels 
are engorged, and there is a rather dense round- 
cell exudate in the upper corium. The rest of the 
epidermis produces the surface of a bulla. The 
bulla is filled with serum and degenerating epithe- 
lial cells. In the area of dense infiltrate the elastic 
tissue fibers are absent; in other areas, they per- 
sist up to the basal-cell layer. 


Discussion 


Dr. JessE A. TotmaAcH: I believe both of these 
cases are pemphigus erythematosus. In both of 
these cases it has seemed to me that the dosage 
of the corticosteroids has been small, and perhaps 
that may account for the obstinacy of the erup- 
tions. I should like to add that in my own ex- 
perience pemphigus erythematosus has been 
extremely obstinate to treatment with corticos- 
teroids, even with larger doses than these two 
patients had. 

Dr. Davin Bioom: I remember a few cases of 
pemphigus. erythematosus who have responded to 
moderate doses of steroids. I am not certain of 
the diagnosis of pemphigus erythematosus ‘in this 
patient and am inclined rather to consider it pem- 
phigus vulgaris. I agree with Dr. Tolmach that 
the best way to administer steroids is to give at 
first a large suppressive dose and then -gradually 
to diminish the dosage to a maintenance dose. 

Dr. Cart T. Netson: Dr. Costello, is it your 
experience that the Senear-Usher type of pemphi- 
gus requires relatively large doses of steroids? 

Dr. Maurice J. Costetto: A person suffering 
from pemphigus erythematosus requires larger 
doses of steroids over a longer period of time. 
There is no question about that. I would say 
pemphigus erythematosus is much more resistant 
to therapy than the other types of pemphigus 
and it responds best to intravenous ACTH. 

Dr. Marion B. SutzBercer: Although I know 
that generalizations very often lead to false con- 
clusions, I would nevertheless like to make one 
generalization here. I believe it to be a general 
rule that in treating dermatoses with steroids, the 
more torpid, the more chronic, the less acutely 
inflammatory the condition, the higher will be the 
dose of steroid required. For example, in psoriasis, 
a psoriatic exfoliative erythroderma will respond 
better to smaller doses of steroids than will a 
thickened, torpid plaque of chronic _ psoriasis 
vulgaris, The psoriasis vulgaris plaque will re- 
spond too, but may require multiples of the dose 
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which is required to bring clinical suppression of 
the dermatosis in the erythematous exfoliative 
form of psoriasis. The same thing holds true of 
lupus erythematosus; the discoid form requires 
huge doses in order to achieve. any improvement, 
whereas not as large doses are required to bring 
about visible clinical improvement of the skin 
lesions in the subacute and disseminate type. The 
same generalization applies to other dermatoses, for 
example, the distinctive exudative discoid and 
lichenoid chronic dermatosis described by Garbe 
and me. In this dermatosis the generalized erup- 
tions often disappear under long-term steroid 
therapy while the plaques on the penis may remain 
and persist despite doses of steroids which have 
caused the other lesion to disappear. Among the 
puzzling persistent penile plaques that were re- 
cently described by Witten and me (A.M.A. 
ArcH. DeRMAT. 73:101, 1956) another interesting 
observation is that not only pemphigus and the 
Sulzberger-Garbe dermatosis but many other 
dermatoses as well clear up under various forms 
of therapy but leave a residual lesion or a few 
residual lesions which persist when all of the other 
skin manifestations have gone. Thus one sees one 
or a few residual plaques of psoriasis, one or a 
few lesions of lichen planus, one or a few areas 
of discoid lupus erythematosus, one or a few 
nodules of lupus vulgaris, etc., etc. remaining 
fixed, unchanging, and recalcitrant for many 
months or even years after all the rest of the 
original skin lesions have disappeared. 


Hematogenous Cutaneous Tuberculosis in the 
Negro (Sarcoid). Presented by Dr. Davw 
Broom (Service of Dr. NATHAN SoBEL). 


History: A Negro aged 24, was seen at the Skin 
and Cancer Clinic on Aug. 27, 1956, for an erup- 
tion which had been present for one year. His 
family history was irrelevant. His past history 
revealed that in 1948 he had been adequately 
treated for an “early latent syphilis” at the Florida 
Rapid-Treatment Center. 


‘Description: The eruption is most pronounced 
on the face and neck. On the glabella, at the 
inner and outer canthi of the eyes, in the naso- 
labial fold, at the alae nasi, and ears there are flat 
brownish-red plaques which are somewhat elevated. 
Similar plaques are located on the neck and a 


few are scattered on the extremities. Some of 
these plaques are depressed. . Pea-sized papules 
are located on the vermilion border of the lips and 
on the chin. The scrotum, the groins, and pubic 
area show similar lesions. 

The patient complains of difficult breathing on 
exertion. 

Laboratory tests: One biopsy specimen examined 
by Dr. Charles Miller was reported as “sarcoid,” 
while another specimen examined by Dr. -E. A.- 
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Barthel was reported as “tuberculosis.” The tuber- 
culin test was negative to 1:1000 dilution. The 
blood count was normal, but the sedimentation rate 
was accelerated (25 mm. in one hour). The albu- 
min globulin ratio was lower than normal (1:4). 

Roentgenogram of the lungs revealed a diffuse 
irregular infiltration at the hilar region extending 
toward both bases (consistent with sarcoid). 
Parenchymatous infiltration and slight pleural re- 
action were present at both costophrenic sinuses 
and at the right diaphragm. 

Discussion 

Dr. Perry M. Sacus: The microscopic pictures 
(two slides) showed the findings of a sarcoid. 
However, there were features that were a little 
unusual. First, there are small areas of necrosis, 
which is not commonly seen in sarcoid; and 
secondly, one of the sections shows numerous 
giant cells, which also is not a particular feature 
of sarcoid. However, I think the entire picture 
is that of a Boeck sarcoid reaction. 

Dr. Cart T. Netson: Do I understand, Dr. 
Sachs, that you would then call this case Boeck’s 
sarcoid and not mention hematogenous tuberculo- 
sis? 

Dr. Perry M. Sacus: I cannot say that for 
sure because we know the sarcoid reactions in 
Negroes take on various pictures, and they do 
show aberrations. This may fit in with a Boeck 
sarcoid or sarcoid reaction in a Negro patient. 

Dr. Morrts Lemer: I do not know by what 
means Dr. Bloom intends to prove that the case 
he is presenting as hematogenous cutaneous tuber- 
culosis in the Negro is sarcoidosis, but I imagine 
that I will agree with him. Arguments about 
sarcoidosis always come to a semantic impasse in 
which one faction maintains that a case of what 
looks clinically and histopathologically like sar- 
coidosis is no longer sarcoidosis if the tubercle 
bacillus or some other animate or inanimate cause 
is proved; another faction maintains that what 
looks clinically and histopathologically like sar- 
coidosis is indeed sarcoidosis, no matter what cause 
can be proved or not proved, and finally a third 
faction maintains that sarcoidosis is a mystery of 
no known cause. 

Dr. Cart T. Netson: A negative tuberculin 
1:1000 does not disturb you, Dr. Leider? 

Dr. Morris Lemer: That paradoxically im- 
proves the situation with respect to proof of 
tuberculous causation of this case of sarcoidosis. 

Dr. Davin Bioom: The slide prepared from the 
lesion on the face was diagnosed by Dr. Miller 
as “sarcoid” and that from the thigh was diagnosed 
by Dr. Barthel as “tuberculosis” because of the 
large amount of inflammatory reaction. The term 
which I used in the diagnosis of this case was 
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given by Nomland many years ago. It is quite 
common in the Negro and hardly ever seen in 
white people. In the course of illness of many 
such persons frank tuberculosis may develop or 
is discovered in autopsy examinations. In this 
patient tubercle bacilli have not been found in the 
sputum. He is being treated in the medical depart- 
ment because of his extensive lung involvement. 
The fact that many of these patients react posi- 
tively to tuberculin and that the lesions may show 
the pathologic structure of tuberculosis instead 
that of sarcoid indicates that we are dealing with 
a particular entity. All kinds of terms have been 
used by different authors in the diagnosis of this 
entity. ; 

Dr. Cart T. Netson: The Chair does not want 
to appear to be interpreting Dr. Bloom’s remarks 
for him since they have been stated so succinctly. 
However, for the benefit of the residents and 
trainees present, I think that Dr. Bloom’s point 
is that if sarcoidosis is to eventuate into frank 
tuberculosis, this is the type that might be ex- 
pected to do so. 


Dr. Davin Broom: I want to say that I con- 
sider this disease as an attenuated type of tuber- 
culosis due to some immunobiologic state in the 
Negro. Dr. Mendelsohn and I have described 


exactly such cases, and the pathologic diagnosis 
made by Dr. Satenstein was that of tuberculosis. 


Coincidence of Micropapular Tuberculid and 
Granuloma Annulare. Presented by Dr. JESSE 
A. TOLMACH. 


A’ 43-year-old white man was first seen at the 
Skin and Cancer Unit of University Hospital on 
May 16, 1956. 

Past history: Nothing significant detected. 

Family history: When patient was a_ child, 
father had ‘pulmonary tuberculosis, but disease 
was arrested then. In February, 1956, about nine 
months ago, patient noticed that in addition to 
his ruddy complexion, small “pimples” began to 
form under his nose. With time, more developed 
all over the face. 

Examination: A _ butterfly-type erythema, with 
many scattered, telangiectases, papular and papulo- 
pustular lesions. A mild conjunctivitis was also 
noted. On the dorsa of the hands there were 
plaques, some of which showed peripheral infiltra- 
tion, and erythema. 

Biopsy: Face—The first biopsy of the face 
lesion was interpreted as keratosis or verrucous 
TBC. 

The second biopsy of a facial lesion was in- 
terpreted as micropapular tuberculid. 

Hand—A biopsy of a portion of one of the 
hand lesions was interpreted as granuloma An- 
nulare. 
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Laboratory tests: Tuberculin tests—1 :1,000,000, 
negative; 1:100,000, negative; 1:10,000, strongly 
positive. Sedimentation rate—24 mm. in one hour 
(normal 0-10 mm.). 

Urine examination, Complete blood count, Lupus 
erythematosus study, and Chest x-rays all showed 
normal -findings. 

Course: On July 2, 1956, the patient was placed 
on Rimifon therapy, 50 mg. t. i. d., and seemed 
to improve for a while. However, more recently, 
there has been an exacerbation of his face lesions. 


Discussion 


Dr. Davin Boom: It seems the large lesions of 
the face have been, as far as I can understand, 
of short duration and may not have anything to 
do with the tuberculid. The micropapular tuber- 
culid that the patient had on the face may be due 
to rosacea or due to ingestion of halogens. I 
would like to know if Dr. Tolmach thinks so too. 

Dr. Frank E, Cormia: I think he has rosacea. 
I believe that one or two treatments with dry ice 
would suffice to éradicate the eruption. 

Dr. Doucras P. Torre: I was not in agree- 
ment with the diagnosis of rosacea because of 
the numerous lesions on both the upper and lower 
eyelids. These pustular lesions do not fit in the 
picture of rosacea. 

Dr. Paut Gross; The diagnosis of “rosacea” 
is understandable in this case, which represents 
a type of tuberculid of the face named by Kaposi 
acne telangiectodes. 

The combination of a tuberculid with granuloma 
annulare is interesting, but further biopsy studies 
would be worth while to rule out the diagnosis 
of granulomatosis disciformis progressiva of 
Miescher. In the latter condition a possible tuber- 
culous origin is still being considered by some 
dermatologists. 

Dr. JessE A. ToLMAcH: We thought this was 
a typical case of tuberculid on the face, and it 
was interesting to note its association with granu- 
loma annulare, which years ago some thought was 
caused by tuberculosis, but which theory I don’t 
believe. is held any longer. 


Giant Cell Tumor of Finger. 
Dr. Kate F. MItter. 


History: Woman aged 61. She was seen in the 
Skin Clinic of University Hospital in July, 1944, 
presenting a nodule on left middle finger, for 
which excision and biopsy was advised. Histo- 
logic report at this time: “giant-cell tumor.” 

In April, 1956, the patient presented herself at 
the Clinic with cystic nodules of the terminal 
interphalangeal joint of the middle finger of the 
hand. 

X-ray treatment was advised. She received 85 r 
each of unfiltered x-ray for four treatments. A 
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total of 340 r was given the left middle finger, 
in April, 1956. 

In September, .1956, she returned with new 
lesions on middle finger of left hand. There were 
cystic, soft, slightly tender nodular masses present 
on all aspects of the terminal phalanges of the 
third finger of the left hand. 

A biopsy was ordered, with subsequent report of 
giant-cell tumor of the tendon. Urine and Wasser- 
mann test: negative x-ray examination of the 
hands: Showed no osseous or articular abnor- 
mality. 

Past History: In 1947 and 1950 excision of 
nodules on middle finger of the left hand was 
done by private doctors. 

The patient was referred to our Oncology Sec- 
tion, where it was decided that surgery was not 
indicated at this time unless lesions became painful 
or interfered with function. 


Discussion 


Dr. CHARLES WotF: I should like to ask the 
presenter whether it is in the osseous tissue, in 
the soft tissue, or in what part of the anatomical 
region is the giant-cell tumor. The giant-cell tumor 
might be malignant, and therefore it would be 
advisable to know what part of the tissues are 
affected. 


Dr. Cart T. Netson: Dr. Wolf, you also want 
to know what kind of a giant-cell tumor? 
Dr. CHARLES WoLF: Right. 


Dr. Jess—E A. TotMAcH: Some of these cases 
are also diagnosed by general pathologists as 
fibroxanthomas. These are benign lesions. They 
are usually quite hard. They apparently spring 
from tendon sheaths. 

Dr. ArtHurR B. HyMan: Giant-cell tumor of 
tendons is quite a common condition. Its name, 
of course, implies that the giant cells are almost 
an essential part of the picture. These are mixed 
with fibroblasts and histiocytic types which are 
often laden with minute globules of lipid. This 
giant-cell tumor is related to the tendon. A similar 
and common lesion is found in the skin, where 
one also may find giant cells and foamy types. 
That is why some noduli cutanei are called 
lipoidal histiocytomas. Giant-cell tumors of tendon 
rarely become malignant. It is doubtful whether 
they are neoplasms. Just as Michaelson considers 
the nodulus cutaneus is of traumatic rather than 
of neoplastic origin, so it is also probably true 
of the giant-cell tumor of the tendon. The histio- 
logic resemblances of the two conditions are close, 
and there is very good reason for regarding them 
both as related diseases, probably not neoplastic. 

Dr. Perry M. SacuHs: I just wish to caution 
that while there are fibroxanthomas, closely al- 
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lied to histiocytomas, there are also giant-cell 
tumors closely related to mucosal epulis lesions 
that arise from the periosteum of the bones, and 
that can be destructive locally without power of 
metastasis. Also, at times, one sees a traumatized 
ganglion with resulting fibrosis and foreign-body 
reaction, which would be very difficult to differen- 
tiate from the lesion in question. 

Dr. Kate F, Mitier: To answer Dr. Wolf’s 
question, we had an x-ray of the finger, and there 
was no involvement of bone, so this is a lesion 
of soft tissues. 


There seems to be considerable confusion in 
the literature, and it is not easy to find a good 
description of this lesion. However, Boyd does 
describe it well. It has been referred to as benign 
xanthomatous giant-cell tumor. It seems to be 
confused in some of the books with giant-cell 
sarcoma. However, there is no indication that 
this has any connection with sarcoma or that it is 
malignant in any way, or that it ever becomes 
malignant, although on excision it recurs locally. 
This woman did have it removed on four oc- 
casions, and it not only recurred but there are 
satellite lesions all around the joint. If you ex- 
amined her carefully you could see that. The 
suggestion so far as treatment would be to leave 
it alone because it has no possibility of a bad 
prognosis. 


Lichen Sclerosus et Atrophicus. Presented by 
Dr. A. J. OrFuss and Dr. Sipney J. Rossins. 


History: A white woman, married, age 43, had 
been complaining of occipital headaches, gain in 
weight, polyuria, and polydypsia since ‘April, 1955. 
Her menses were always scant. She consulted 
her physician, who instituted a complete blood 
chemistry, blood cell count, BMR, x-rays of the 
skull, eyeground examination, etc., at University 
Hospital (see below). At that time, the complete 
examination revealed no endocrine imbalance, and 
her skin was normal. The present eruption began 
about four months ago, while patient was under 
the care of her physician, with vulvar pruritus, 
dryness of the skin, and the white spots. 

Further studies were made in August, 1956, 
with the results below. 


An endocrine etiology was always sought, but 
was never substantiated by laboratory studies. 

Physical Findings: The patient presents wide- 
spread tissue-paper wrinkling of the skin of both 
upper and lower extremities, neck, supraclavicular 
regions, interspersed with pearly-white maculo- 
papules; some in a mosaic pattern and scattered 
over these areas. There is perivulvar involvement, 
with thickening, sclerotic infiltration, but no kera- 
totic plugging. One of the characteristic mani- 
festations of this condition, namely, the 
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comedo-like follicular plugging is not seen in any 
of the active areas. 

Laboratory studies: Biopsy of one of the lesions 
on the left arm confirmed the diagnosis of lichen 
sclerosus et atrophicus (studied and reported by 
Dr. Charles F. Sims, Dr. Pascher’s Service, Skin 
and Cancer Unit). The following studies were 
done at University Hospital Laboratories in May, 
1955: Blood sodium, chlorides, cholesterol, and 
cholesterol esters, potassium—all within the normal 
limits. BMR -—l, radioactive iodine 15:6% 
(normal 10%-50%). BWR negative. Blood cell 
count and differential—normal (WBC 6700, Hb 
11.9 gm.). Eyegrounds and x-rays of skull—nega- 
tive. Studies repeated, August, 1956, also at 
University Hospital: blood chemistry—all nor- 
mal, BMR—6%, Blood cell counts and differential 
—normal. Protein-bound iodine—5.2y per 100 cc. 
(normal 4-8). 17 ketosteroids—28.5 mg. (normal 
3-22). 

On the basis of the above findings, the patient 
was given estrone and progestrone. The skin 
condition became more widespread during all this; 
medication was stopped because of water retention 
and fullness of breasts. Patient was given Equanil 
and other tranquilizers; polyuria and polydypsia 
disappeared gradually, but skin became more 
wrinkled and spots became more numerous. All 
of the latter therapy had been conducted by pa- 
tient’s physician, until she was seen at the Skin 
and Cancer Clinic for the first time several weeks 
ago, for diagnosis of her skin condition and 
suggestions for further management. 


Discussion 


Dr. Davin Broom: I would like to know 
whether similar lesions were found in the genital 
area. 

Dr. Perry M. Sacus: I don’t know whether 
Dr. Wolf did or not. The patient stated she has 
leukoplakia in that area. This may be significant. 

CHAIRMAN NEtson: Did the patient use that 
term? 

Dr. Perry M. Sacus: Yes. That is what she 
said. A physician must have told her. 

Dr. Cart T. Netson: The Chair. certainly was 
impressed with the cognizance, the knowledge, 
that these patients had of their diagnoses. They 
were really an alert group of patients. I thought 
I suspected that some of them were medical stu- 
dents. 

Dr. Marion B. SuLzBERGER: Everybody learns 
at Skin and Cancer. 

Dr. Cart T. Netson: The Chair fully realizes 
that. 


Dr. ArtHuR B. HyMAN: The patient may have 


a knowledge of semantics, but even trained gyne- 
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cologists and dermatologists often use the word 
“leukoplakia” for what is lichen sclerosus et 
atrophicus. The statement of the patient in itself 
would not be sufficient evidence for the existence 
of leukoplakia in the vulva. I do not think that 
any of us have seen such a case of lichen sclerosus 
et atrophicus, and in my opinion the diagnosis is 
not acceptable without convincing histologic diag- 
nosis. I think it was on the basis of the histology 
that the diagnosis was made. 

I do not believe many of. us would have made 
that diagnosis clinically ; on purely clinical grounds 
the patient would seem to have a condition that 
is perhaps acrodermatitis atrophicans chronica of 
a widespread type, or possibly pseudoxanthoma 
elasticum. Elastic tissue staining is worth doing 
here. Ordinarily the histologic diagnosis of lichen 
sclerosus et atrophicus is reliable. However, 
there are other conditions which simulate its 
histologic picture. 

(In a subsequent review of the slides, I could 
not make this diagnosis. ) 


Dr. Maurice J. Costetto: Recently we have 
seen two patients who presented a clinical picture 
similar to the one that this patient presents to- 
night. The biopsy specimen was sent to the histo- 
pathologist, who made the diagnosis of lichen 
sclerosus et atrophicus. There is something char- 
acteristic about this condition: a shiny, silvery 
appearance, longitudinal, streaking along the arm. 
It is not the picture of scleroderma or morphea. 
I think if the biopsy specimen were taken from 
that area, the confusion would be just as great, 
probably the histopathologist calling it localized 
scleroderma rather than lichen sclerosus et atro- 
phicus. 

Dr. Rupotr L. Baer: I recently had the op- 
portunity to see an elderly woman patient with a 
somewhat similar but much more widespread erup- 
tion. In her case also there was the question of 
differential diagnosis between very widespread 
lichen sclerosus et atrophicus and scleroderma. 
Dr. Max Jessner, who examined the histologic 
sections from this patient, stated that it was im- 
possible to make a definite differentiation and 
that the histologic changes could fit in with either 
one of these diagnoses. 


Dr. Paut Gross: This is a very good example 


of extensive lichen sclerosus et atrophicus. The 
diffuse involvement of the skin may easily lead 
to a mistaken diagnosis of scleroderma. Having 
seen several such cases, I have no doubt about the 
clinical diagnosis, which can be further corrobo- 
rated by biopsies and the presence of involvement 
of the vulva which I observed in one of my cases 
of diffuse lichen sclerosus. 

Dr. ArtHuR B. HyMAN: The discussion would 
indicate that it is assumed that lichen sclerosus 
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et atrophicus and scleroderma are poles asunder. 
Actually, there is a considerable number of cases, 
already recorded, and most of us have seen cases, 
where a clinical differentiation between the two 
cannot be made. There are yet other cases in 
which definite scleroderma and lichen sclerosus et 
atrophicus are coexistent. So that the diseases, 
ordinarily different, have some relationship to each 
other. The categoric statement of Dr. Gross that 
scleroderma does not affect the vulva would, I 
think, need some reevaluation if sufficient vulvas 
were seen. 


Dr. Cart T. Netson: Dt. Hyman, do you 
think scleroderma and lichen sclerosus et atrophicus 
are different diseases? 


Dr. ArtHuR B. HyMAN: I would have to just 
add a few words of elaboration. We see in 
seborrheic dermatitis and psoriasis two diseases, 
yet there are lines of fusion between them rather 
than points of contact, and moreover we follow 
cases changing through the years from the one 
to the other, and cases presenting both types of 
lesions. There is a similar relationship between 
lichen sclerosus et atrophicus and scleroderma. I 
would not be prepared at this stage to say they 
are one and the same disease. 


Dr. Cart T. NEtson: You are still a separatist 
but you want to be a lumper. 


Dr. Marion B. SutzBerceR: What kind of 
scleroderma? 


Dr. ArtHuR B. HyMAn: In substantial plaques. 
I don’t think you would call it morphea guttata. 


Dr. Paut Gross: I agree with Dr. Hyman that 
there may not be a sharp etiologic demarcation 
between lichen sclerosus and circumscribed sclero- 
derma, known as morphea. Patients showing 
lesions of both conditions have been seen, and I 
believe that Dr. Bloom presented one such case 
last year, proved by biopsies of different sites. 
The essential point is that neither in widespread 
lichen sclerosus nor in disseminated circumscribed 
scleroderma, intestinal involvement is to be ex- 
pected, contrary to scleroderma, now renamed 
progressive systemic sclerosis. 


Dr. Kate F. Mititer: From my previous gyne- 
cological experience, I can say that conditions of 
the vulva which are most commonly observed to 
be in this class and which are most commonly 
confused are kraurosis vulvae, leukoplakia, and 
lichen sclerosus et atrophicus. I do not mean to 
imply that these are common conditions. They 
are very rare conditions, but scleroderma of the 
vulva is even more rare. Scleroderma on the 
vulva is no more common than it is in any other 
location. Since scleroderma limited to the vulva 
would be morphea, we should rightly say that 
morphea on the vulva is not a site of predilection. 
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Dr. Cart T. Netson: I did not get your point. 


Dr. Kate F. Mitter: Scleroderma is no more 
common in the area of the vulva than it would 
be on the thigh, or leg, or any other place, but 
lichen sclerosus et atrophicus on the vulva is com- 
paratively common when classified with leuko- 
plakia and with kraurosis. Those are the three 
things we have to differentiate. It would seem 
that the vulva is one of the sites of predilection 
for lichen sclerosus et atrophicus. 

Dr. Maurice J. Costetto: One of the other 
features that should be mentioned, the patient had 
lichen sclerosus et atrophicus. More than likely 
the lesions on the vulva are vesiculobullous. The 
areas where the bullae ruptured and formed large 
patches of denudation involve not only the labia 
but the perineum and the perianum. That may go 
on for a long period of time. 

Dr. Perry M. Sacus: Lichen sclerosus and 
morphea are two distinct diseases. The homogeni- 
zation and changes seen in lichen sclerosus are not 
features in morphea or features of any other dis- 
ease. I think they are distinct. The fact that I 
mentioned leukoplakia was not to accept the diag- 
nosis of leukoplakia, but té suggest the possibility 
of lichen sclerosus in that area. 

Dr. A. J. Orruss: I am very sorry to disap- 
point everybody by saying that I saw the patient 
for the first time today, and I did not have a 
chance to see her vulva so I cannot add as to 
whether she has any condition of the vulva. 


Leprosy (Lepromatous Type). Presented by 
Dr. Maser G. SILVERBERG. 


Patient: A 35-year-old man from the Virgin 
Islands, has been under treatment for leprosy 
for the past 10 years, first in the Virgin Island 
Leprosarium and later at Carville. 

In 1951, when he was admitted to Carville, he 
presented the following: (1) anesthesia from el- 
bows and knees distalward; (2) bilateral ulnar 
nerve enlargement and early paralysis; (3) Myco- 
bacterium leprae in skin scrapings; (4) negative 
lepromin. test. 

He was treated with Sulphetrone and Promin, 
and in 1953 anterior transposition of both ulnar 
nerves was accomplished. 

In 1955, when he left Carville without permis- 
sion (“absconded”) he had continued to show 
lepra bacilli in skin scrapings, although clinical 
evidence of active lesions was generally lacking. 

In 1955 he was treated in New York City with 
Promin. In February, 1956, skin scrapings from 
his ear lobes were still positive for M. leprae. 

On March 5, 1955, when he was admitted to the 
Skin and Cancer Unit he showed no evident clinical 
lesions except for atrophy of the muscles of his 
hands and contracture of one finger. 
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From March, 1955, to Aug. 29, 1956 he received 
200 mg. of Rimifon and 2 gm. of Promacetin 
daily. His blood count and urine were repeatedly 
normal, and he was free of clinical lesions. 

On Aug. 29, 1956, the treatment was changed 
to Diasone 1 gm. a day. One week later he com- 
plained of a generalized rrticaria-like ‘eruption. 
Treatment with Diasone was discontinued and 
Chlor-Trimeton was prescribed for one week. By 
Sept. 12, 1956, it was evident that the eruption 
was lepromatous. With this rapid spread of lesions 
no fever or malaise was present, and the sedi- 
mentation rate remained within normal limits. 
Rimifon and Promacetin have been continued up 
to the present time. 


The patient shows brownish-red nodules on the 
face (ear-lobes, eyebrows, cheeks), and upper ex- 
tremities. On the trunk there are numerous flat 
infiltrated plaques. There is atrophy of the inter- 
osseous muscles of both hands, thickening of the 
ulnar nerves, and contracture of the left little 
finger. 


Discussion 


Dr. Maurice J. CosPeLto: With the experience 
we: have had at Bellevue, with the patients with 
the lepromatous type of leprosy, I have used 
everything that has been mentioned in the treat- 
ment of leprosy, and several of our patients have 
been completely controlled, symptomless, with 
therapy which is popular for other things but not 
for leprosy, and that is prednisone (Meticorten). 


Scleredema Adultorum. Presented by Dr. Max 
BRAITMAN. 


History: A 48-year-old practical nurse was first 
seen at the Skin and Cancer Unit of University 
Hospital in July, 1956, complaining of stiffness 
and hardening of the skin. 

In 1953, she noticed development of stiffness 
of the skin of the nape, which progressively spread 
down along the back, upper chest, and arms. She 
also noted marked stiffness of the finger joints and 
knee joints. 

Examination revealed the skin over the fore- 
arms, arms, upper chest, neck, and slightly over 
the chin to be indurated, firm, and somewhat 
dimpled. 

There was a deep diffuse infiltration of the skin; 
it did not pit and was not tender on pressure. The 
skin was hard and difficult to pick up in folds. 
There was sharp demarcation from the normal 
areas. There were no pigmentary or atrophic 
changes. The condition was more marked over 
the upper part of the body and was accompanied 
by erythema. Telangiectasia was noted over the 
upper chest. 
veloped over the upper abdominal wall. 
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Recently some hardening had de-. 
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There was no dysphagia, dyspnea, or orthopnea. 
In general, she was overweight, but other findings 
were negative. 

The patient was a diabetic of 20 years’ duration 
and was on insulin, 45 units protamine zinc in- 
sulin once a day and regular insulin 50 units 
in the morning. Her diabetes had become worse 
in the past year and she also gained 10 Ib. 
during this interval. 

She had received no medication other than in- 
sulin prior to the onset of her condition. There 
was no history of any previous infection. 

She had had an appendectomy and tonsillectomy, 
and a total hysterectomy, preceded by radium 
treatments, in 1949, for carcinoma of the uterus. 

Both parents and two brothers had diabetes. 
There were no similar skin conditions or other 
familial disease. 

A biopsy from the back area at Memorial Hos- 
pital in July, 1956, revealed scleroderma. A biopsy 
at Skin and Cancer Unit in August, 1956, was 
reported as scleredema adultorum. Urine analysis 
revealed 4-++ protéin and 4+ sugar. Blood chemis- 
try showed sugar (true glucose) at 230 mg. per 
100 cc. and NPN 32 mg. Total cholesterol 255 
mg. per 100 cc., cholesterol esters 135 mg. 

In mid August, she developed a pustular infec- 
tion of the groin area, which spread, along with 
the spread of the scleredematous lesion, from the 
groin to the abdomen. She was accordingly hos- 
pitalized at the University Hospital from Sept. 13 
to 29. Further work-up in the hospital revealed 
no abnormalities or obstruction of the esophagus 
on x-ray examination. 

Electrocardiographic study was normal on two 
occasions. Serology was negative. Red blood 
count 4,950,000, hemoglobin 14.5 gm. per 100 cc., 
white blood cell count 8750, neutrophils 53%, 
eosinophils 2%, lymphocytes 37%, monocytes 8%. 

Function Test: Total protein 6.7 gm. per 100 
ce., albumin 3.9 gm., globulin 2.8 gm., A/G ratio 
1:3. Bromsulfalein 8.5% retention in 45 minutes; 
cephalin-cholesterol flocculation negative. Plasma 
and serum electrolytes were within normal range, 
alkaline phosphatase 3.9 mg. per 100 cc. 

While in the hospital, her diet and insulin were 
adjusted. She improved and after discharge was 
referred back to the clinic. 

Her immediate problem was pain and difficulty 
in using her right arm. Accordingly, treatment 
was directed to that region. 

To date, she has received a total of seven 
iontophoresis treatments with hyaluronidase solu- 
tion. 


Discussion 


Dr. CHARLES WoLtF: What is the latest treat- 
ment for this condition? 
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Dr. Max BrairMAn: She is receiving ionto- 
phoresis with hyaluronidase. 

Dr. Cart T. Netson: Is this effective? 

Dr. BRAITMAN: No. 


Dr. Cart T. NeEtson: So the latest treatment, 
Dr. Wolf, is not effective. 


Dr. Max BrairMAN: The patient is a diabetic. 
There is no history of any preceding illness, any 
acute illness which we often associate with scler- 
edema adultorum. Another feature is that this 
condition has persisted for three years to date. 
Usually it clears-up within a year. Her diabetes 
is under control. We are using iontophoresis, and 
in spite of that she has had no change and is de- 
veloping new lesions on the abdomen. 


Pyoderma Gangrenosum Associated with Hypo- 
gammaglobulinemia. Presented by Dr. Davin 
Broom. (Previously presented at the New York 
Academy of Medicine, May, 1956). 

Course of Illness: In spite of therapy, which 
consisted of high-caloric, high-protein diet supple- 
mented with vitamins, erythromycin, Chloromy- 
cetin, | Meticorten, Parenzyme, sulfadiazine, 
insulin, and gamma globulin (5 cc. twice a week 
from 1/14/56-3/16/56), the patient did not show 
any beneficial response. In fact the ulcerations 
continued to enlarge. The ulcer of the right sole 
enlarged to involve almost the whole sole. At the 
end of June the ulcers on the abdomen and right 
hip coalesced ‘to form extensive plaques. The 
bones of the feet, particularly of the right, be- 
came markedly demineralized (seen by roentgeno- 
gram), leading to marked diminution in size of 
the third and fourth right toes. The patient 
lost weight, from 117 lb. on admission to 105% 
Ib. in June and below 90 Ib. in August and Sep- 
tember. 

Treatment: Since institution of blood transfu- 
sions, at first 250 cc. twice weekly (7/12-8/13) then 
500 cc. once weekly (from 8/22), gamma globulin 
20 cc. twice weekly (from 6/22) in addition to 
erythromycin 1 gm. a day and Meticorten 20 mg. 
a day, the patient started to show marked improve- 
ment in his general’ condition and in regard to 
healing of the ulcers. 

The ulcers now show almost complete epithe- 
lization. 


Discussion 


Dr. Marion B. SuLzpBercer: I suppose Dr. 
Bloom will bring out many further points in his 
discussion, for this is the second case of this type 
that he has studied and that has been helped by 
giving gamma globulin initially in fairly large 
doses and then in smaller doses. Unfortunately I 
have seen patients in consultation who, while we 
were treating this very patient successfully, died 
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of “sphaceloderma,” or what one calls these gan- 
grenous lesions, without being able to persuade 
their physicians to give them the large doses of 
gamma globulin. 

Dr. Cart T. Netson: Did those patients have 
hypogammaglobulinemia ? 

Dr. Marion B. SuLZBERGER: Low normal gamma 
globulin levels or slight hypogammaglobulinemia 
but not really hypogammaglobulinemia approach- 
ing agammaglobulinemia. 

Dr. Cart T. Netson: Did these physicians in 
answering you tell you why they would not use 
gamma globulin? This was a secondary hypo- 
gammaglobulinemia ? 

Dr. Marion B. Suxzpercer: I think they just 
did not get around to using the gamma globulin. 
They were surgeons who kept treating their pa- 
tients with surgical debridement and giving them 
antibiotics. 

Dr. Rupotr L. Barr: I would like to make two 
points about this patient who, as Dr. Silverberg 
said, shows such a striking therapeutic result. If 
I remember correctly, there was doubt when the 
patient was first seen whether he really had hypo- 
gammaglobulinemia because. the lack of gamma 
globulins was not very striking and was only rela- 
tive. Moreover, this patient seems to illustrate 
the point that one must give adequate doses of 
gamma globulin as—I hope Dr. Bloom will correct 
me if I am not stating the fact—this patient in the 
beginning did not respond noticeably to the doses 
of gamma globulin administered at that time. Only 
when much larger doses of gamma globulin and 
also cortisone were given was the striking result 
produced. In this connection it is important also 
to consider the role of cortisone in the tremendous 
improvement in this case. Could the amelioration 
in part or perhaps even largely be due to the 
cortisone? 


Dr. Maurice J. CosteLtto: There is one question 
I should like to ask about this patient. It is a 
rather interesting phenomenon. When this patient 
was seen by us about eight months ago the large 
lesions were about 2 in. long, about 1 in. wide, 
and a deep ulcer. Since that time the lesions 
have increased in size 30 times, but nevertheless 
you get the impression that even though the 
lesions have increased in size they have healed at 
the same time. The question is did the lesions 
assume their maximum size before they responded 
to gamma globulin or did the gamma globulin 
heal the lesions? 


Dr. Marton B. SutzBercer: I think perhaps 
it may be an error to conclude that one must have 
a very definite picture of hypogammaglobulinemia 
in order to justify the use of gamma globulin 
in these cases. Maybe the situation is analogous 
to the way in which we use vitamins now as thera- 
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peutic agents even though there is not a vitamin 
deficiency (e. g. vitamin A in Darier’s disease; 
vitamin Dez in lupus vulgaris; vitamin By in 
zoster, etc.). Maybe these patients need a great 
excess of gamma globulin in order to overcome 
these gangrenous presumptive infections. 

Dr. Davin Bioom: This patient was shown here 
at the February meeting, and the lesions were 
then much smaller in size. They enlarged con- 
tinuously until August when they involved a great 
part of the abdomen, right hip, and almost the 
entire right sole. The patient had been losing 
weight continuously, which dropped from 117 to 
85 lb. The illness had been progressing in spite 
of the treatment which consisted of 5-10 cc. of 
gamma globulin injections twice a week; high-pro- 
tein and high-vitamin diet, and antibiotics by 
mouth and topically. Improvement started to be 
noticed when the patient received 20 cc. of gamma 
globulin twice a week, weekly blood transfusions, 
and small doses of Meticorten. Dr. Marcuson has 
given the same treatment to his patient with 
pyoderma gangrenosum except for the steroids. 
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Nevus Unius Lateris: Treatment by Dermabra- 
sion: Presented by Dr. Metvin L. Grats, San 
Jose. 


A 7-month-old Argentinian girl, whose nevus ap- 
peared 15 to 20 days after birth, had a trial patch 
on the right chest treated by dermabrasion on 
June 13, 1956. 


Discussion 


Dr. S. WitttamM Levy: About one year ago at 
the University of California, we planed a young 
girl; I believe she was about 9 or 10 years old. 
She had small areas of nevus unius lateris on her 
face and neck. This young girl was followed, and 
for a period of months the areas treated faded, 
but we were disappointed to find that the original 
nevus recurred after several months of observation. 
In one additional case I planed a quarter-sized area 
of an epidermal nevus, and this too recurred. At 
the present time my feeling is that skin planing is 
not the ideal method of treatment for nevus unius 
lateris. 


Dr. Metvin L. Grats, San Jose: The results 
in this child having been so satisfactory so far, 
our hopes were very high. Dr. Levy’s remarks 
bring us back to a more realistic “wait and see” 
attitude. 
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A, M. A. ARCHIVES OF DERMATOLOGY 


In this patient the gamma globulin in the serum 
was reported at first as “exceedingly low.” Fol- 
lowing injections of gamma globulin the content 
in the serum has risen. The specimen sent to Dr. 
Nelson showed only a small diminution from 
normal, namely 0.9 gm. per 100 cc. instead of 1.1 
gm. I am not convinced that the gamma globulin 
treatment alone is responsible for the recovery 
of this patient, for I consider the hypogamma- 
globulinemia in pyoderma gangrenosum only one 
manifestation of low resistance but not the only 
one and not a main causative factor. The reason — 
why we examined the blood in this patient for 
gamma globulin is the fact that the hypogamma- 
globulinemia was found in another such case, 
which is under the care of Dr. Dorothy Fisher 
in Staten Island. That patient responded dramatic- 
ally to comparatively small doses of gamma glob- 
ulin. 

Tuberculid. Presented by Dr. NatHANn SoseEL. 


A Case for Diagnosis: Duhring’s Disease? Presented by 
Dr. Maurice J. Cosretto and Dr. B. Sina (by invita- 


tion). ‘ 


Case for Diagnosis: Hirsutoid Papillomas of 
the Coronal Margin of the Glans Penis. Pre- 
sented by Dr. Crrnton G. Berrne, and (by in- 
vitation) Dr. THurm LININGER, University of 
California Medical Center. 


A 26-year-old man, married student of Yugo- 
slavian extraction, first noticed the presence of a 
ring of small growths about the penis in 1947 at 
the age of 16. These. were asymptomatic. They 
have been diagnosed as “venereal warts” or 
“warts.” The patient wishes to have these removed 
because (1) there is minimal to moderately un- 
pleasant sensation to trouser rubbing; (2) the 
papillomas have represented venereal stigmata to 
him since onset. 

Physical examination reveals papillae averaging 
1 mm. in length, arranged in two rows encircling 
the coronal margin of the glans, most marked on. 
the ventral surface. 

Treatment has had no effect on the papillomas 
and has consisted of (1) four series of four 
weekly applications of podophyllin; (2) circum- 
cision in 1949. 

The biopsy specimen shows moderate hyperkera- 
tosis and flattening of the epidermis. There is loose 
connective tissue in the corium with an increased 
number of capillaries. Staining characteristics — 
are normal throughout. 
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Discussion 


Dr. Fritz CALLomon (by invitation), Berke- 
ley: I am very glad to see this case because it is a 
rarity, indeed, never recorded, although it may 
exist very Often. They are not papillomata acumi- 
nata. This is an anomaly, not a condition. This 
anomaly has been described by A. Buschke (1900) 
as “papillae coronae glandis” and subsequently by 
A. Buschke and M. Gumpert (1922); in Italy, 
about the same time and independently, Majocchi 
described it as hirsuties papillaris penis. Recently 
(1955) J. H. and L. H. Winer discussed this 
anomaly before the Western Section of the Amer- 
ican Urological Association. These “papillae,” 
densely grouped in semicircular formation around 
the coronal sulcus, may simulate the earliest stages 
of papillomata acuminata. Papillae coronae glandis 
(Buschke) have been defined as phylogenetic resi- 
dues from our animal ancestry corresponding to 
the prickle-shaped or dentiform prominences on the 
male genitals of a great variety of animals. In the 
discussion of Winer’s and Winer’s demonstration, 
C. R. Schroeder, Director of the Zoological Gar- 
den in San Diego, explained that these prominences 
are found in small rodents as well as in higher 
animals such as monkeys and apes. Histologically, 
papillae coronae glandis show the normal archi- 
tecture of this. cutaneous area but never the ter- 
minal nerve elements as seen in the analogous for- 
mations in animals. The functional importance of 
these forms got lost in the human race. This anom- 
aly would be seen more often if it were more 
known, certainly, but for a young dermatologist it 
is very necessary to recognize it to avoid an un- 
necessary surgical procedure. 


Case for Diagnosis. Presented by Dr. Rosert G. 
Watton, Modesto. 


A 7-month-old, white girl was first seen by me 
on March 9, 1956, at the age of 4 months, with 
small circular lesions on the face, giving the ap- 
pearance of scars. According to the mother, when 
she first saw the child, after the baby was born, 
the lesions were then raised and were in the form 
of blisters. Her family doctor also described the 
lesions as being blisters. Apart from the skin 
eruption, the child was healthy, and there was no 
allergic or dermatological family history. 

On the right side of the face, there were four 
circular depressed areas, measuring approximately 
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0.25 to 0.5 cm. in diameter. There was slight loss 
of pigment in each of these areas; they gave the 
appearance of scars, and definitely no blister for- 
mation was seen. On the left side of the face, 
there were two similar lesions. Examination of 
the rest of the skin and mucous membranes was 
negative. There was no evidence of pain or dis- 
comfort in these lesions. During the period of ob- 
servation from March 9, 1956, to the present time 
there have been no new lesions, and these lesions 
have not changed. A punch biopsy was performed 
on one of the lesions on the right side of the face. 
The dermatopathologist described degenerative 
changes in the connective tissue with atrophy of 
the adnexae, as seen in scleroderma, but no defini- 
tive diagnosis was made. This patient is presented 
for advice regarding diagnosis and treatment. 
Discussion 

Dr. Paut Fasat, San Rafael: There is atrophy 
of the epidermis, some condensation of the col- 
lagen, lack of adnexae, and no inflammatory infil- 
trate whatsoever. I wasn’t able to make a specific 
diagnosis; I felt it was compatible with a sclero- 
derma but could fall into the group of idiopathic 
atrophies of the skin. 

Dr. Georce Kutcuar: I think that this is a 
nevus anaemicus. 

Dr. S. WittraM Levy: It is hard for me to 
accept either the diagnosis of nevus anaemicus or 
that of scleroderma. According. to the mother, 
when these lesions were present at birth, they ap- 
peared as blisters. It is unusual to find scleroderma 
or nevus anaemicus with blisters. Certainly there 
are raised areas now which are clearly defined on 
palpation. Also, in talking to the mother, I found 
that this past summer the areas became blistered 
and filled with fluid. It’s hard for me to conceive 
that either of these diagnoses fits the clinical pic- 
ture or history. Unfortunately, I do not have a 
better diagnosis to make. 


Erythema Multiforme Bullosum? Presented by Dr. H. V. 
Attineton, Oakland. 

Multiple Idiopathie H sg! of Kaposi or of 
Purpura? Presented by Dr. Girsert A. Berrrne, and 
(by invitation), Dr. R. Neat ScHNEIDERMAN, University 
of California Medical Center. 

Erythroplasia of Queyrat? Presented by Dr. S. WiLt1amM 
Levy and (by invitation), Dr. Max R. Greentree, Uni- 
versity of California Medical Center. 
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Scientific Exhibits 
Studies in Pallesthesia 


Vibratory Sense Levels in Dermatology 


SAMUEL GOLDBLATT, M.D., Cincinnati 


ROMETER = oo 


FOR WELL OVER FIFTY YEARS, THE TUNING 
FORK HAS BEEN USED AS A DIAGNOSTIC TOOL 
IN DISEASES WITH SEVERE NEUROLOGIC IN— 
VOLVEMENT. MY RESEARCH IN PALLESTHESIA 
SENSITIVITY TO VIBRATION-INDICATES THAT — 
QUANTITATIVE ESTIMATIONS OF THE LEVEL OF 
VIBRATORY APPRECIATION CAN ALSO BE A VAL- 
UABLE AID IN THE DIAGNOSIS OF DISEASES 

" WHICH DO NOT HAVE OBVIOUS NEUROLOGICAL 
COMPONENTS, AND THAT THE PROFILE OF PAL> 
LESTHETIC READINGS WILL, AS WELL, FRE- 
QUENTLY REFLECT THE EFFECTIVENESS OF ° 
TREATMENT. THIS DISPLAY IS BASED UPON _ 
OBSERVATIONS OF MORE THAN 3000 PATIENTS 


OVER A TEN-YEAR PERIOD. 


TESTS WERE MADE WITH A STANDARD ROTH AND 
THE MODIFIED "NEUROMETER’, TUNING FORKS OF 
128 CYCLES PER SECOND, DEVELOPING 79 DEC- 
IBLES ON MAXIMUM ACTIVATION, WHOSE OE 
ING TIMES ARE ACCURATELY CALIBRATED. 








STEM OF THE FORK FORMING ATA 


IMUM ACTIVATION, THE FORK WAS » 
FROM THE PALMAR vitdiias OF T 
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DEFINITIONS OF TERMS 
NEUROMETER PATTERN 
Figurine showing levels of vibratory appreciation 
expressed as percentages of the normal value 
at the various test sites (durations of perception 
as obtained with the neurometer). 
NEUROGRAPH 
Graphic representation of durations of vibratory 
perception. Profile: average of percentage values 





of the sites tested 
PEPETE; 


; great’ toe, 


index and middle fingertips, palmar 


surfacc = = sa, 
PALLOGRAM 
Curve of vibration threshold for five frequencies 
at the palmar surface of index fingertips (shown 
as average of linear amplitude values at both 
fingertips for each frequency). 
DEPRESSION OF VIBRATORY SENSE LEVELS IN DISEASE 


CHRONIC LYMPHATIC LEUKEMIA 


NEUROMETER PATTERN 








PERIARTERITIS NODOSA 
“NEUROMETER PATTERN 


VIBRATORY PROFILE INDEX 70% 








75 




















% OF REGIONAL NORMAL VALUES 


_Fig. 4—Symmetrical sites may show uniform 
or irregular loss of vibratory sensation. 


IDIOPATHIC +~HEMORRHAGIC SARCOMA 
( KAPOS!) 


NEUROMETER PATTERN 
VIBRATORY PROFILE INDEX 57% 




















% OF REGIONAL NORMAL VALUES 
Fig. 6—Very irregular generalized depression 
of vibratory sensation in patient with proved 
hemorrhagic sarcoma. Loss is not greater in areas 
of active growth. 





% OF REGIONAL NORMAL VALUES 


Fig. 5.—Fairly uniform depression of vibratory. 
sensation in patient who’ showed only two small, 
excessively painful ulcerations above the internal | 
malleoli. Diagnosis confirmed at autopsy. 


LIGHEN AMYLOIDOSIS 


NEUROMETER PATTERN 
VIBRATORY PROFILE INDEX 44% 
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% OF REGIONAL NORMAL VALUES 





Fig. 7.—Typical distribution of severe loss of 
vibratory sensation in /lichen amyloidosis. 





DEPRESSION OF VIBRATORY SENSE LEVELS IN DISEASE 


HIDRADENITIS SUPPURATIVA 


NEUROMETER PATTERN 
VIBRATORY PROFILE INDEX 80% 

















SYPHILIS PRIMARY 














%OF REGIONAL NORMAL VALUES 


Fig. 8—Variability of vibratory sensibility il- 
lustrating the necessity for numerous test sites. 
Pedal extremities exhibit normal values, whereas 
the upper half of the body shows a definite pall- 
hypesthesia. 


' SYPHILIS LATENT 

















Fig. 9.—Neurometric findings in extragenital 
primary chancre of left eyelid. 


LYMPHOGRANULOMA INGUINALE 


NEUROMETER PATTERN 
X 80% 




















% OF REGIONAL NORMAL VALUES 


Fig. 10.—Uniform, regular involvement of vi- 
bratory sense in latent syphilis. 





% OF REGIONAL 


NORMAL VALUES 


Fig. 11—Irregular depression of pallesthesia in 
previously incompletely treated patient with lym- 
phogranuloma inguinale of five years’ duration. 





DEPRESSION OF VIBRATORY SENSE LEVELS IN DISEASE 


ACUTE DISSEMINATED LUPUS 
ERYTHEMATOSUS 


NEUROMETER PATTERN 
VIBRATORY PROFILE INDEX67% 




















CHRONIC DISCOID LUPUS 
ERYTHEMATOSUS 
NEUROMETER PATTERN 


VIBRATORY PROFILE INDEX 61% 




















% OF REGIONAL NORMAL VALUES 


Fig. 12—Irregular distribution of pallhypes- 
thesia. 


PSORIASIS ACUTE 


Ni WY PROFIL PANDEX 
VIBRATORY i x 








NORMAL VALUES 


_Fig. 13—Typical neurometer pattern for chronic 
discoid lupus erythematosus. 


LICHEN PLANUS 
HYPERTROPHICUS 


NEUROMETER PATTERN 
VIBRATORY PROFILE INDEX 64% 
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% OF REGIONAL NORMAL VALUES 


Fig. 14—Symmetrical reduction of neurometric 
values over the entire body in acute guttate 
psoriasis. 
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% OF REGIONAL NORMAL VALUES 


Fig. 15.—Areas with active skin lesions show 
same degree of pallhypesthesia as noninvolved 
surfaces. 
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DEPRESSION OF VIBRATORY SENSE LEVELS IN DISEASE 


SYPHILIS PRIMARY 
HERXHEIMER REACTION IN VIBRATORY SENSE 





DAYS 
Fig. 16.—Marked depression at fingertips in patient with dark-field positive chancre one 


day old. Sharp increase in sensitivity lasting 36 hours followed first injection of penicillin. 
No other Herxheimer phenomena were manifested. 


SYPHILIS- PARESIS 


INTRAMUSCULAR AND INTRASPINAL PENICILLIN TREATMENT 








MONTHS 


Fig. 17—Neurograph showing response to penicillin treatment and depression of level of 
vibratory appreciation due to metallotherapy; followed by spontaneous rise to normal values. 


LUPUS ERYTHEMATOSUS 


ACUTE DISSEMINATION 
EFFECT OF B, THERAPY 


PREGNANCY 


MONTHS 


_. Fig. 18—Neurograph showing response to intramuscular cyanocobalamin; depressions of 
vibratory sense levels following solar exposure. 
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DEPRESSION OF VIBRATORY SENSE LEVELS IN DISEASE 


HYPOTHYROIDISM 
SEVERE FURUNCULOSIS 





MONTHS 
Fig. 19.—Illustration of specificity of pallesthetic response to therapy. No change in level 
of vibratory appreciation following penicillin therapy although the furunculosis was cured. 
Specific response to thyroid therapy. 


La 


PALLESTHETIC RESERVE TEST 
NICOTINIC ACID 


TABES DORSALIS zh 











4610 mataaverous 





MINUTES 


Fig. 20.—Showing immediate rise of vibratory sense levels after intravenous administration 
of nicotinic acid in tabes dorsalis. 


MYPOTHYROIDISM WITH 


PALLESTHETIC RESERVE TEST 


HANDS AND LEGS. HISTAMINE 


MINUTES 


_ Fig. 21.—Primary increase in vibratory sensitivity occurring 10 minutes after intradermal 
histamine injection. Secondary increase in sensitivity noted 40 minutes after injection indicat- 
ing dissociation from capillary dilatation, etc. 
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EFFECT OF THERAPY ON THE PALLOGRAM 


CONTACT DERMATITIS LICHEN RUBER PLANUS 
PATTERN..FINGERTIPS 


PALLOMETER 
N 8. AGE 36 SEX M RACE W 
PALLOMETER PATTERN..FINGERTIPS 
#5 SEX F RACE C 
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AMPLITUDE IN MICRONS 





AMPLITUDE IN MICRONS 












































CYCLES PER SECOND 


a0 360 ; eee , 
70 120 «240 Bo '._ ol os 24.—Typical curve of untreated lichen ruber 





Fig. 23.—Note normal findings at 120 and 240 
cycles in typical curve of untreated contact derma- 
titis. 
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Fig. 25.—Typical pallogram of untreated sebor- Fig. 26—Typical curve of untreated erythema 
rhoic dermatitis of scalp and chest. ; multiforme. 
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Fig. 27.—Pallograms differentiating the various Fig. 28—vVariation in duration and severity of 
types of dissemination of lupus erythematosus. lesions of fixed types of lupus erythematosus with 
accompanying pallograms. 
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Fig. 29.—Pallograms reflecting the various Fig. 30.—Variations in curves apparently re- 
stages of the disease. lated to duration of lesions. 
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Fig. 31.—Pallograms showing complete loss of 
sensation at 960 cycles and tremendous depression 
at 70 cps in tabes dorsalis as compared with the 
changes in primary and latent phases of syphilis. 


Fig. 32—Complete loss of vibratory sensation 
at both«ends of spectrum (late severe diabetic 
neuritis) and abnormal pallogram in developing 
early neuritis in patient with insulin-controlled 
diabetes mellitus. 
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Fig. 33.—Incomplete clinical and vibratory sense Fig. 34—Incomplete response to ineffective’ 
response to therapy. therapy of extensive psoriasis. 
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Fig. 36.—Normal findings at 120 and 240 cps 
on original examination. Similar normal findings 
are found at these frequencies in untreated acne 
vulgaris and contact dermatitis. 
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Fig. 35.—Effective therapeutic response clinic- 
ally and in the pallogram. 
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_ Fig. 37.—Intramuscular cyanocobalamin therapy Fig. 38—Pallogram showing progressive un- 
in dermatitis herpetiformis showing both ends of equal loss of vibratory sensitivity in untreated 
spectrum failing to attain normal values. pemphigus vulgaris. 
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Fig. 39—Under intravenous cyanocobalamin in 
pemphigus vegetans 70 and 480 frequencies did not 
attain normal values. Further treatment with 
cortisone caused 70 and 480 frequencies to become 
normal. 
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Fig. 41—Pallogram showing response of all 
frequencies to specific therapy. 
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Fig. 40.—Pallesthetic response attains normal 

values coincidentally with complete regrowth of 
hair. 
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Fig. 42.—All frequencies respond to penicillin in - 
the same manner in early infectious syphilis. 
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Fig. 43.—Normal pallographic response to spe- Fig. 44—Improvemert to normal in all fre- 
cific therapy. quencies parallels clinical improvement. 
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_Fig. 45.—Improvement in all frequencies; note Fig. 46—Pallogram shows improvement most 
rigid retention of form of curve. marked at ends of the spectrum. 
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; Fig. 48.—Failure of all types of therapy to pro- 
Fig. 47.—Response of all frequencies to thyroid duce clinical improvement. Initial partial improve- 
therapy. Further specific treatment probably will ment in pallogram, which thereafter remains static 
result in all frequencies attaining normal levels. ¥ 
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Fig. 49.—Typical curve of necrobiosis lipoidica 
showing partial response to cyanocobalamin. 
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Fig. 50 —Neurographs of three siblings showing reactions of profileemmmmmmm, toc HITHIIUE 


and fingertipss sm smpallesthesia values to liver, streptomycin, penicillin, and cyanocobalamin 
therapy. 
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Fig. 52.—Pallogram of middle sibling showin 
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Fig. 53—Youngest sibling showing complete 
recovery of pallesthesia to normal values paralleled 
by the clinical recovery. 
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